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"51. The Humoral Production of Cardiac Infarcts 
‘{. Sevye. British Medical Journal [Brit. med. J.}, 
“99-603, March 15, 1958. 6 figs., 23 refs. 


In 1945 the author and colleagues (J. Pharmacol. exp. 
“her., 85, 42) showed that combined treatment with 
hosphates and steroids produced infarct-like cardiac 
recrosis in the rat, guinea-pig, hamster, rabbit, dog, and 
primates. In the present series of experiments, carried 
cut at the Université de Montréal, Canada, and designed 
i» determine whether previous damage to coronary 
\essels would cause increased myocardial necrosis, rats 
v ere treated for 10 days with dihydrotachysterol (DHT), 
tuis producing mild narrowing and calcification of the 
coronary arteries. When the rats appeared to have 
r-covered from this treatment combined treatment with 
n:onosodium phosphate and 2-methyl-9«a-chlorocortisol 
(-Ae-CIl-COL) was given in a dose known to produce 
caly minimal myocardial lesions in healthy rats. It was 
found that the DHT-treated rats developed extensive 
nacroscopic patches of necrosis throughout the myo- 
c.:rdium and intense proliferative and obstructive changes 
ir all parts of the coronary arteries, whereas in control 
rats not treated with DHT only microscopic foci of 
necrosis appeared in certain areas. 

It is pointed out that although the type of lesion, that 
is, calcification, which occurred in the DHT-treated rats 
is not the same as the atheromatous change which pre- 
disposes to cardiac infarction in man, the mechanical 
eifect is the same in both cases, namely, some degree of 


constriction and rigidity of the coronary arterial wall. . 


It is suggested that further experiments will be necessary 
tc show whether magnesium and potassium salts, which 
prevent the myocardial necrosis produced by the com- 
bination of phosphates and steroids, will also prevent 
lesions in subjects with pre-existing vascular obstructions. 
R. F. Jennison 


752. Transformation of Collagen to ‘‘ Elastin’’ in 
Dermal Collagens with Varying Sensitivity towards 
Collagenase 

M. K. Keecu. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 17, 23-50, March, 1958. 37 figs., 16 refs. 


The reactivity of prepared human dermal collagen 
with collagenase, with alkali, or with borate, periodate, 
or phthalate buffer normally decreases with the age of 
the subject. In previous studies by the author of pre- 
pared collagen from 60 individuals 10 specimens were 
found to show anomalous reactivity, as judged from 
electron-microscopic appearances and from the increase 
in dissolved nitrogen after incubation with collagenase. 
Of these specimens, 8 were abnormally resistant for their 
age, while 2 were abnormally digestible. 


R 


In the present paper from the University of Leeds the 
author reports further studies of 8 of the 10 abnormal 
specimens of collagen (including both susceptible speci- 
mens) to determine their resistance to the action of 
alkali and periodate, which apparently transforms col- 
lagen to elastin-like structures, and other characteristics. 
It was shown that decreasing susceptibility of collagen 
to collagenase (as judged chemically) is associated with: 
(1) decreased formation of elastin-like structures (as 
judged by a quantitative electron-microscopical method); 
(2) decreased susceptibility to borate, periodate, and 
phthalate buffers (as judged by the same method); and 
(3) decreased susceptibility to heat (as judged by the 
shrinkage temperature). The collagen specimens did 
not differ from each other in their initial morphology or 
in the results of chemical analysis. It is suggested that 
such variations in the stability of collagen may be of 
pathological significance. Allan St. J. Dixon 
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753. Assessment of a New Simple Colorimetric Test for 
Proteinuria 

D. N. BARON and F. NEwMaNn._ British Medical Journal 
[Brit. med. J.] 1, 980-981, April 26, 1958. 8 refs. 


A new colorimetric test for proteinuria is described 
which employs treated strips of paper (“‘ albustix ”’), one 
end of the strip being dipped in the urine and the colour 
which develops after about 5 seconds being compared 
with a standard colour chart provided by the manu- 
facturers. The strip is impregnated with tetrabrom- 
phenol blue in citrate buffer at pH 3, and saturation with 
a solution of protein causes a change in colour from 
yellow through green to blue, the amount of which 
varies with the concentration of protein present. In 
tests carried out at the Royal Free Hospital, London, a 
change in colour of the albustix strip was obtained with 
all of 147 specimens of urine which gave a positive 
reaction to the standard sulphosalicylic acid test. ‘When 
the concentration of protein as indicated by the albustix 
chart was compared with the actual concentration as- 
determined chemically rough agreement was obtained 
when the protein concentration was greater than 30 mg. 
per 100 ml., this being the lowest level at which a con- 
sistent colour change was obtained although concentra- 
tions as low as 5 to 10 mg. per 100 ml. caused a variable 
and patchy change sufficient to give a qualitative result. 
A detectable colour change was obtained with 44 out of 
161 specimens which were negative to the sulphosalicylic 
acid test, the change in ‘some cases being equivalent to 
that produced by 20 mg. of protein per 100 ml. accord- 
ing to the chart. These false positive reactions were 
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still obtained after ultrafiltration of the urine, showing 
they were due to factors other than presence of protein. 
Positive readings were not obtained with urine containing 
tolbutamide or radio-opaque materials which are known 
to give false positive results with sulphosalicylic acid, nor 
were the results of the colorimetric test altered by allow- 
ing the urine to stand at room temperature for 48 hours. 
The test gave a positive reaction with 4 samples of urine 
containing only Bence-Jones protein. M. Lubran 


754. Laboratory Trial of a Paper Strip Test for Pro- 
teinuria 

S. C. Frazer. - British Medical Journal [Brit. med. J.) 1, 
981-983, April 26, 1958. 1 ref. 


Trials of the “ albustix” test for proteinuria [see 
Abstract 753] carried out at the Royal Infirmary, Edin- 
burgh, with specimens of normal and protein-containing 
urine of varying pH and buffering capacity showed it to 
be slightly less sensitive than the sulphosalicylic acid and 
heat-coagulation tests. Positive results were obtained 
with concentrations of protein ranging from 30 to 600 
mg. per 100 ml., but it was found difficult accurately to 
match the colour obtained against the colour chart. The 
maximum blue colour was given by all specimens con- 
taining over 600 mg. of protein per 100 ml., while some 
specimens containing less than 30 mg. per 100 ml. gave 
a negative or patchy reaction with the strips. Results 
were reproducible with strips from different packages, 
provided that the whole impregnated part was immersed. 
Changes in pH of the urine over the physiological range 
(5 to 7:5) caused insignificant differences in the colour 
change when the protein content remained constant, but 
false negative reactions occurred when a pH of 2:5 or 
less was produced by the addition of acid preservatives, 
while gross alkaline fermentation (pH>9-2) caused false 
positive results. Changes in concentration and buffer- 
ing power of the urine within the physiological range 
did not affect the reaction, nor did the presence of bile 
salts, glucose, acetone, salicylates, sulphonamides, or 
iodide. The use of toluene as a preservative sometimes 
interfered with the reaction. A positive reaction was 
obtained in the presence of mucoprotein and of visible 
blood, but not in the presence of microscopic haema- 
turia. M. Lubran 


755. The Estimation of Uropepsin in the Urine as a 
Diagnostic Test of Gastric Function. (Ompenenenne 
HarHocTHKH Kes 

L. I. Ipew’son. A pxue [Ter. Arh.} 30, 


52-56, No. 2, Feb., 1958. Bibliography. 


In 1861 Briicke discovered the presence of pepsin in 
the urine, this urinary form later being named uropepsin. 
Sahli considered it not to be true pepsin, but the pro- 
ferment pepsinogen, since pepsin is destroyed in an 
alkaline medium, and this view has since found accept- 
ance by most authorities. The present author has esti- 
mated uropepsin excretion in 55 cases by a modifica- 
tion of West’s method, employing dried cow’s milk 
instead of homogenized milk, but with the same acetate 
buffer. The rate of curdling of the milk against a 


standard solution of pepsin serves to indicate the quantity 
of uropepsin, this being calculated from the formula 
10xV 


X=————. where FV is the total urine passed in “s” 


vxhxs, 
hours, “‘v” the amount of urine tested, and ““h” the 
time in seconds taken to curdle the milk. The product 
X denotes the number of units of uropepsin excreted per 
hour. 
In 45 of the cases the rate of excretion paralleled the 


gastric acidity, as determined by direct analysis. In 3 - 


out of 4 cases of Addisonian anaemia uropepsin was 
absent, and in the fourth case excretion did not exceed 
one unit per hour (the normal rate ranging from 10 to 40 
units per hour), while in 3 out of 4 patients with gastric 
cancer uropepsin excretion was subnormal. In 13 out 
of 16 subjects with normal gastric acidity the uropepsin 
value was also normal, but in 11 out of 14 with increased 
gastric acidity the rate of excretion was over 40 units per 
hour. 

The results suggest that this test, which is simple to 
perform, is of value in conditions in which the use of a 
stomach tube is impossible, or where facilities for gastric 
analysis are not available. It is especially reliable in 
patients with achylia or achlorhydria. 

L. Firman-Edwards 


756. A Screening Test for Steatorrhoea Using !3'J- 
labelled Triolein 

M. LusraN and J. D. Pearson. Journal of Clinical 
Pathology {J. clin. Path.] 11, 165-169, March. 1958. 13 
refs. 


_ From the West Middlesex and Guy’s Hospitals, 
London, the authors describe a convenient technique for 
the study of fat absorption by means of a tracer dose of 
triolein labelled with radioactive iodine (131]) as a screen- 
ing test for steatorrhoea. [The reader should consult 
the original article for the details, which are given in full, 
of the authors’ method for the preparation of neutral 
fat or fatty acid labelled with 131I.] For 2 days before 
and during the test a diet containing about 100 g. of fat 
daily is given, together with Lugol’s iodine or potassium 
iodide to block the absorption of iodine by the thyroid 
gland. The test dose consists of 2 ml. of freshly shaken 
fat suspension containing 5 to 10 yc. of 131], and is given 
mixed with 100 ml. of milk. The collection of faeces, 
without waste or urinary contamination, is preferably 
continued for 4 clear days after the time of administra- 
tion of the dose, though this period may be reduced by 
one day at the risk of introducing small errors. The 
authors recommend the use, for faecal collection, of 
spun-aluminium cans of about 2 litres capacity with 
tight-fitting lids, which are made to fit the excreta counter 
and into which the patient defaecates. The radioactivity 
of the faeces is measured by means of a ring counter, the 
activity of a standard (consisting of 20% of the dose 
stirred into one litre of warm 10°% gelatin, which is then 
allowed to set) being determined at the same time. 
This test was carried out on 6 healthy males, whose 
excretion of 131] in 3 days did not exceed 4% of the dose 
administered. Of 20 patients with anaemia or disorders 
of the gastro-intestinal tract or pancreas, on whom 
chemical determinations of the faecal fat content were 
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also made, 11 excreted less and 9 more than 6 g. of fat 
daily. In the former group the excretion of 131I (mea- 
sured over 3 to 6 days) was never greater than 6%. Of 
the latter group the excretion of 131I was above 7% (range 
7-2 to 80-3%) in 6 cases and above 6% in 2 others; in 
-he remaining case the figure was just under 5%, but 
‘here was some doubt about the completeness of the 
stool collection. The authors conclude that steatorrhoea 
‘nay be excluded when the excretion of 131I as measured 
‘a this way is less than 5°% of the dose, whereas values 
over 7°% are consistent with the presence of stearorrhoea. 
Sor intermediate values chemical estimation of the fat 
-ontent is necessary, but may be carried out on the same 
-aecal samples. They stress the necessity for accurate 
aecal collection and strict avoidance of urinary con- 
i mination. Victor M. Rosenoer 


MORBID ANATOMY AND CYTOLOGY 
°57. A Histological Study of the Lungs in 52 Cases of 
Chronic Beryllium Disease 
\’. J. WiiuiaMs. British Journal of Industrial Medicine 
| 3rit. J. industr. Med.| 15, 84-91, April, 1958. 13 figs. 


The histological findings in the lungs in 52 cases of 
c 1ronic beryllium disease examined at the Welsh National 
School of Medicine, Cardiff, are described. The 
n aterial was obtained at necropsy in 37 cases and at 
b opsy in 15; in a few cases large sections of the lung 
were available. The characteristic changes consisted in 
ii terstitial fibrosis with scattered, small, firm nodules 
and cystic changes throughout the lung; there was 
uually pleural thickening with slight enlargement and 
fibrosis of the hilar lymph nodes. Microscopically, the 
nodules were found to consist of non-caseating granulo- 
n.atous tissue which had originated from small groups of 
epithelioid cells with a surrounding zone of small round 
cclls. It is suggested that as the lesions mature giant 
cells appear, these often containing inclusion bodies— 
asteroid, conchoidal, or crystalloid. Eventually the 
wole undergoes fibrosis and hyalinization. Because 
these changes so closely resemble those seen in Boeck’s 
sarcoidosis the author considers that to establish a 
diagnosis of beryllium disease a history of exposure to 
the substance must be obtained and its presence in the 
ncdules demonstrated. J. B. Wilson 


758. The Significance of Pulmonary Vascular Changes 
in Emphysema 

K. H. McLean. Australasian Annals of Medicine [Aust. 
Ann. Med.] 7, 69-84, Feb., 1958. 17 figs., bibliography. 


{n investigations carried out on necropsy material at 
the University of Melbourne lungs from 22 patients, 
including 12 with moderate or advanced emphysema, 3 
with bronchiectasis, 2 with mitral stenosis and 5 normal 
control subjects, were injected with a radio-opaque 
material and the pattern of bronchial arterial filling 
observed radiographically. In addition, serial sections 
were examined from large numbers of blocks of tissue, 
and the bronchial and pulmonary arteries examined in 
diseased areas with special reference to the existence of 
anastomoses. In_the cases of emphysema the vascular 
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changes were considered not to be of prime importance, . 
but merely an accompaniment of inflammatory changes | 
in the connective tissue. The sclerosis which eventually 
develops, predominantly in the small arteries adjoining 
terminal and respiratory bronchioles, in this condition is 
thought to result from earlier thrombosis of these vessels. 

[It is perhaps surprising that the degree of sclerosis does 
not appear to be proportional to the severity of the 
bronchiolar inflammation if the two are aetiologically 
related, as is suggested by the author.] 


G. J. Cunningham 
759. The of Deaths during Influe 
Pathology nza Epi- 


K. M. Bowpen and E. L. Frencu. Medical Journal of 
Australia [Med. J. Aust.] 1, 553-556, April 26, 1958. 
8 figs., 17 refs. 


The post-mortem findings in 13 virologically proven 


- cases of influenza, including 9 cases of Asian influenza, 


are reported from the Walter and Eliza Hall Institute of 
Medical Research, Melbourne. In confirmation of pre- 
vious reports the authors found, in uncomplicated cases, 
superficial focal necrobiosis of the tracheal and bronchial 
epithelium extending to the basal layer, which, however, 
remains intact and after 4 to 6 days regenerates, giving 
rise to an undifferentiated epithelium. Hyperaemia, 
haemorrhage, and oedema of the tunica propria occur 
as a consequence of bacterial infection, and interstitial 
extension to lung parenchyma and vascular thromboses 
occurs when Staphylococcus aureus is the predominant 
secondary invader. In addition, the tracheal and bron- 
chial mucous glands show degeneration and desquama- 
tion of secreting cells (changes similar to those seen in the 
trachea of chick embryos infected by influenza virus) 
and infiltration with plasma cells. These changes lead 
the authors to believe that in fatal cases the virus probably 
gains access to the deeper tissues and multiples in the 
epithelium of the glands, and that the accumulation of 
plasma cells around damaged glands may indicate local 
antibody formation or mobilization. 

The commonest secondary invaders in elderly patients 
were pneumococci, and in young adults staphylococci. 
In infants no one organism predominated, meningococci, 
pneumococci, and Streptococcus faecalis all being isolated 
from tracheal and bronchial swabs in different cases. In 
some cases in the series with minimal involvement of 
pulmonary parenchyma, toxic myocarditis was also 
present. H. Caplan 


760. The Frequency of Tumour-like Formations in 

Bronchiectatic Lungs 

G. J. CunnincHaM, E. Nassau, and J. B. WALTER. 

Thorax [Thorax] 13, 64-68, March, 1958. 6 figs., 6 refs. 
The problem of the nature of the abnormal clumps of 

epithelial cells commonly encountered in fibrotic lungs 

is briefly outlined and the incidence of these lesions in 


102 umselected resected specimens of bronchiectatic 


lungs is reported. Examination of 3 to 18 sections from 
each of the 102 specimens showed that the lesions 
tumourlets occurred in 8 out of 30 males (26-6%) 
and in 9 out of 23 females (39-19%) over 20 years of age. 
Of 49 patients under 20 years, only 3 had tumourlets. 
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None of the lymph nodes present in 16 of the specimens 
showed secondary deposits of epithelial cells. The 
tumourlets were somewhat larger and were more widely 
distributed in females than in males. They were usually 
grouped around areas of greatest lung damage. The 
tumourlets were considered to represent multicentric 
foci of regeneration, and not part of a cancerous process. 
J. B. Cavanagh 


761. The Localization and Binding of Serum Proteins 
in the Glomeruli of Kidney Biopsies in Disseminated Lupus 
Erythematosus and Glomerulonephritis 

L. I. Tart, J. K. Dineen, and I. R. MAcKay. Austra- 
lasian Annals of Medicine [Aust. Ann. Med.) 7, 5-14, 
Feb., 1958. 13 figs., 14 refs. 


In this paper from the Walter and Eliza Hall Institute 
and the Royal Melbourne Hospital a further application 
of the fluorescent-antibody technique is described. 
Sections of renal biopsy specimens from 24 patients (9 
suffering from diffuse lupus erythematosus, one from 
lupoid hepatitis, and 14 from a variety of other kidney 
diseases) were treated with fluorescent rabbit. anti-human 
y globulin and compared with 7 normal control sections 
similarly treated. Coupling of the fluorescent antibody 
in the capillaries of the glomerulus was observed in 7 
cases of lupus erythematosus and one of progressive 
glomerulonephritis, and to a lesser degree in one case 
of diabetic nephropathy. Technical difficulties resulted 
in the antibody showing some cross-reactions with human 
albumin as well as y globulin. The absence of protein 
staining in other parts of the section suggested to the 
authors that the protein demonstrated by this technique 
in the glomerulus was tightly bound to the tissue, whereas 
the remainder had been washed out during the staining 
procedure. They therefore suggest that this binding of 
serum protein represents an antigen-antibody reaction, 
though it may, of course, be due to secondary adsorption 
of plasma by a damaged capillary wall. 

G. J. Cunningham | 


762. Lesions of Lymph Nodes in Rheumatoid Disease 
and in Disseminated Lupus Erythematosus 

B. CRUICKSHANK. Scottish Medical Journal [Scot. 
med. J.] 3, 110-119, March, 1958. 13 figs, 23 refs. 


In this paper from the Royal Infirmary, Glasgow, the 
lesions found in the lymph nodes in 20 cases of rheu- 
matoid arthritis and 12 cases of diffuse lupus erythema- 
tosus are described and contrasted with those seen in 
follicular lymphoma. In 2 cases of rheumatoid arthritis 
the histology was normal. In another 13 cases the prin- 
cipal change was follicular hyperplasia, in 2 of them 
combined with sinus catarrh. The general architecture 
of the lymph nodes was preserved, whereas in the cases 
of follicular lymphoma studied for comparison it had 
become distorted. Follicles were increased in size and 
number in both conditions. In rheumatoid arthritis 
phagocytic histiocytes, plasma cells, and hyaline eosino- 
phil material were present, but these features were rare 
or absent in follicular lymphoma. In 3 other cases of 


rheumatoid arthritis the principal change was sinus 
catarrh; sinuses were enlarged and there was prolifera- 
tion of littoral cells. A further case showed diffuse 
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histiocytic hyperplasia and another diffuse lymphocytic 
hyperplasia. In all the cases of rheumatoid arthritis the 
lymph-node changes appeared to be systemic manifesta- 


tions without definite localization in relation to joints . 


or other affected organs. 

All the cases of lupus erythematosus had lymph-node 
changes. Only one showed follicular hyperplasia, while 
9 had sinus catarrh. In 5 the medullary tissue contained 
large numbers of plasma cells. Hyaline material similar 
to that present in rheumatoid arthritis was found in one 
case, and haematoxylin bodies in another. G. Loewi 


763. The Lymphatic Network of the Liver in Hepatic 
Venous Congestion. (Le réseau lymphatique du foie 
dans la congestion veineuse de l’organe) 

L. BeLur, V. DE Marzo, and A. PERACCHIA. Presse 
médicale [Presse méd.] 66, 293-296, Feb. 19, 1958. 
9 figs., 15 refs. ° 


In this communication from the University Surgical 
Clinic, Milan, the arrangement of the network of lym- 
phatic vessels in and around the hilum of the liver is 
described; vessels apparently run from the intestines as 
well as from the liver to join this network. Previously 
the authors have remarked on the enlargement of the 
lymphatic channels in conditions in which there was 
congestion of the hepatic blood vessels, and a study was 
therefore made of the lymphatics in dogs in which the 
inferior vena cava had been partially obstructed above 
the diaphragm for 5 to 50 days before the examination, 
and also in human necropsy material. The lymphatics 
were injected with radiopaque substances or with indian 


ink. Some difficulty was encountered during retrograde 


injection owing to the presence of valves. 

In all cases of hepatic congestion not only were the 
hepatic lymphatics found to be greatly enlarged, but also 
the abdominal lymphatic vessels and the thoracic duct. 
It is considered that in such a condition there is a greatly 
increased flow of lymph and that the hypertrophic 
changes are due to this flow. The network of lymphatic 
vessels in the hilum of the liver is especially marked, and 
large collecting vessels which anastomose freely are seen 
along the bile ducts and also in the portal tracts within 
the liver. Subcapsularly injected indian ink spread rapidly 
and widely in congested livers. After the retrograde 
injection of indian ink carbon particles were seen in 
the spaces of Disse. (The illustrations accompanying the 
paper clearly show carbon within the lobule between the 
parenchymal cells and the endothelium.) This obser- 
vation is of great importance and, if substantiated by 
other workers, will solve the mystery of the origin of 
hepatic lymph; in this connexion the spaces of Disse 
have been considered for over half a century, but hitherto 
their role could not be proved. The authors also suggest 
that the constant accompanying ascites is due to the 
relative inability of the lymphatic system to deal with 
the superabundance of lymph. ; 

W. H. Horner Andrews 


764. Present Day Morphology of Cirrhosis. _ [Review 
Article] 

H. Popper. Gastroenterology [Gastroenterology] 
661-666, April, 1958. 30 refs. 


<2 


| 
fi 
. 
4 b: 
p! 
It 
te 
pe 
isc 
sel 
Wi 
of 
E. 
[Bi 
a 76! 
: 
+ He 
2. 195 


Microbiology and Parasitology 


765. Virus-host Cell Interactions. 
Lecture, 1957] 

W. SmitH.: Proceedings of the Royal Society. Series 
B. Biological Sciences [Proc. roy. Soc. B.| 148, 370-384, 
March 18, 1958. 24 refs. 


[Leeuwenhoek 
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'66. Ecologic Studies of Rheumatic Fever and Rheu- 
natic Heart Disease. I. Procedure for Isolating Beta 
“femolytic Streptococci 

>. G. ScHaus, I. MAzerka, R. Lez, M. T. Dunn, R. A. 
‘.ACHAINE, and W. H. Price. American Journal of 
-Tygiene [Amer. J. Hyg.] 67, 46-56, Jan., 1958. 4 -figs., 
refs. 


This paper from the Johns Hopkins University and 
}lospital, Baltimore, describes a study of procedures for 
i olating B-haemolytic streptococci from throat swabs 
containing scanty numbers of these organisms. The 
swabs, taken from children with rheumatic fever or 
members of their families, were placed immediately into 
« tube of modified Pike’s enrichment broth and sent 
s'raight to the laboratory. There the swab was removed 
and used to inoculate a sheep-blood—agar plate, after 
\ hich it was returned to the tube and twirled vigorously 
ii the broth to obtain as much material as possible in 
suspension. A tube of trypticase-soy—agar, melted and 
tuen cooled to 48 to 50° C., was then inoculated with a 
l-opful of the enrichment-broth suspension, sheep blood 
added, and a pour-plate made. The enrichment broth 
was then incubated overnight and a subculture made on 
sheep-blood—agar. 

Of these three methods, the poured sheep-blood—agar 
p.ates gave the largest number of isolations of Group-A 
B-haemolytic streptococci. The results from the pour- 
piate method were 25% better, and from the enrichment- 
broth subculture 7% better, than those from the original 
plate, although each method gave some positive results 
with swabs which gave negative results by the other two. 
It was also found that when the plates were held at room 
temperature for 24 hours after the usual 18- to 24-hour 
period of incubation at 37°C. the number of positive 
isolations of Group-A streptococci was increased. 
Maxted’s bacitracin method (which exploits the unusual 
sensitivity to this antibiotic of Group-A streptococci) 
was found to be of considerable value in the grouping 
of the strains isolated. E. J. Holborow 


767. Laboratory Diagnosis of Staphylococcal Infections 
E. Brain. Bulletin of the World Health Organization 
[Bull. Wid Hith Org.] 18, 291-307, 1958. 21 refs. 


768. Laboratory Diagnosis of Cholera 

W. Burrows and R. Po.utzer. Bulletin of the World 
Health Organization (Bull. Wid Hith Org.] 18, 275-290, 
1958. 33 refs. 


769. Influence of Massive Doses of Gamma Rays on 
the Immunogenic Properties of Enteric Bacteria. (O snu- 
MACCHBHBIX 03 Ha HMMYHOreHHble CBOH- 
cTBa 6aKTepHii KMWeYHOH 
M. A. TUMANIAN, A. P. DupLiStéeva, and T. S. Sepova. 
JKypuan Muxpoduoaoeuu, Dnudemuonozuu u 
6uonozuu [Z. Mikrobiol. (Mosk.)] 29, 3-10, No. 4, April, 
1958. 


At the Gamaleya Institute of Epidemiology and 
Microbiology of the Academy of Medical Sciences of 
the U.S.S.R. massive irradiation of bacteria and their 
products was carried out with a 5-kilocurie radioactive 
cobalt source providing an irradiation intensity of 600 r. 
per minute. Bacterial suspensions in quantities of 100 
to 200 ml. or 1 litre were irradiated with 1-5 to 2 million r., 
which is within the dosage range generally acknowledged 
to be bactericidal. The properties of vaccines made 
from .these irradiated suspensions (radiovaccines) and 
of polysaccharide—protein antigenic complexes derived 
from them were then compared with those of similar 
preparations sterilized in the conventional manner by 
treatment with either heat or formalin, the strains used 
being Shigella paradysenteriae (fleuneri) Nos. 4437, 26, 
and 170 and Salmonella typhosa Ty 2. Irradiation of 
fluid cultures of this last organism did not result in loss 
of Vi antigen by the bacterial cells, whereas in a control 
suspension treated with formalin the cells lost all of their 
Vi antigen. 

The radiovaccines were no more toxic for mice and 
rats on intraperitoneal or subcutaneous injection than 
their heat- and formalin-killed equivalents. Similarly, 
the toxicity of polysaccharide—protein antigens derived 
from irradiated suspensions was of the same order as 
that of antigens from heat- and formalin-killed suspen- 
sions when injected intraperitoneally. The agglutinating 
titres of sera from rabbits immunized with the two types 
of vaccine were of the same order with all four strains of 
organism. When mice immunized with repeated doses 
of freshly prepared radiovaccines and heat- and formalin- 
killed vaccines were challenged with the corresponding 
living organisms the LDso was the same whatever vaccine 
had been used. However, when the animals were given 
one injection only of vaccines prepared up to 4 months 
previously the protective effect of the radiovaccines was 
twice as great as that of the formalin-killed and more than 
10 times as great as that of the heat-killed vaccines. On 
the other hand when the polysaccharide-protein antigen 
complexes were tested in the same way no such difference 
could be detected. In passive immunity tests rabbit 
sera prepared with the three types of vaccine afforded 
equally good protection to mice challenged with live . 
cultures. 

It is concluded that the massive irradiation of bacterial 
suspensions is a useful method of sterilization for the 
preparation of vaccines and other eS oe agents. 

K. Zinnemann 


245 


ic 
le 
le 
ar 
ne 
tic 
58. 
cal 
m- 
is 
as 
isly 
the 
was 
was 
the 
ove 
ion, 
itics 
dian 
rade 
the 
also 
juct. 
eatly 
yphic 
hatic 
, and 
seen 
ithin 
pidly 
grade 
on in 
ig the 
the 
ybser- 
ed by 
zin of 
Disse 
therto 
uggest 3 
to the 
rews 
Review 
|| 


“= 


Pharmacology and Therapeutics 


770. ¥urther Studies of Antisialogogue Drugs in Man 
G. M. Wyant and A. B. DosKIN. Anaesthesia [Anaes- 
thesia] 13, 173-178, April, 1958. 1 fig., 3 refs. 


In a previous paper from the University of Saskat- 
chewan Hospital, Saskatoon (Anaesthesia, 1958, 13, 63; 
Abstr. Wild Med., 1958, 24, 11) the authors reported. the 
results of a study of the effects of a number of anti- 
cholinergic, antihistaminic, and sedative drugs on the 
quantity of parotid secretion produced in response to a 
standard intravenous injection of a carbachol—adrenaline 
solution. In the experiments now reported they first 
determined the minimum dose of each of the same 
agents (and of 3 belladonna derivatives previously 
studied) required to produce 95 to 100% drying of 
salivary secretion in 4 healthy volunteer subjects. These 
equipotent doses of the various agents were then adminis- 
tered in turn to 5 more volunteers and their side-effects 
studied. 

Methantheline bromide (‘‘ banthine”’) caused a 
marked increase in pulse rate, oxyphenonium bromide 
(“ antrenyl ’) produced a mild tachycardia, hexocyclium 
(“‘ tral’) caused a tendency to bradycardia, and L-hyo- 
scine (scopolamine) consistently caused a mild brady- 
cardia; atropine had little effect on the heart rate and 
that of hyoscyamine was inconstant. The drugs were 
variable in their effects on the blood pressure, except for 
L-hyoscyamine (“ bellafoline ’’) and methantheline, both 
of which consistently caused a rise in systolic pressure. 
Of the drugs tested, methantheline had the most dis- 
turbing side-effects and L-hyoscine the greatest sedative 
effect. Hexocyclium, oxyphenonium, and L-hyoscya- 
mine all caused minimal side-effects in equipotent 
antisialogogue doses, but none had any real advantage 
over atropine (0-6 mg.). Mark Swerdlow 


771. Chelate Iron Therapy 

M. FRANKLIN, W. G. Ronse, J. DE LA HUERGA, and 
C. R. Kemp. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 166, 1685-1693, April 5, 1958. 
2 figs., 16 refs. 


The authors state that the margin between an effective 
therapeutic dose and a lethal dose of iron is smaller 
than has been generally assumed, and point out the need 
for a formof iron therapy which is effective, well tolerated, 
and safe even in large doses. With this in mind they 
have carried out, at the University of Illinois College of 
Medicine, Chicago, clinical and laboratory trials of a 
chelated iron preparation, iron choline citrate, with 
particular regard to its absorption and toxicity. First, 
18 patients with iron-deficiency anaemia, due in most 
cases to chronic blood loss, were given 4 tablets (160 
mg. Fe) a day; the average daily increase in haemo- 
globin content of the blood over 30 days was 0-14 g. 
per 100 ml. and the iron utilized for haemoglobin 
synthesis was calculated to be about 16%. Next, 25 


mildly anaemic out-patients were given 3 tablets daily of 
iron choline citrate (120 mg. of Fe) in a single dose on 
an empty stomach for periods varying from 15 to 168 
days; the average haemoglobin level in this group, which 
before treatment was 10-6 g. per 100 ml., rose to 12-5 g. 
per 100 ml. None of the 43 patients in these two groups 
complained of any gastro-intestinal symptoms. An 
“iron tolerance ” test was then performed on 88 non- 
anaemic patients, who were given 2 tablets 3 times a 
day (240 mg. of Fe) for a maximum period of 12 days; 
of these, only 6 suffered any gastro-intestinal upset and 
in none was it necessary to discontinue treatment, the 
symptoms disappearing after a few days. The incidence 
of gastro-intestinal symptoms in this series of 131 patients 
given iron choline citrate in doses varying from 120 to 
240 mg. of elemental iron a day was therefore only 
46%. The serum iron levels in patients given iron 
choline citrate were very similar to those obtained with 
ferrous gluconate in non-anaemic controls. 

The authors then report a series of toxicity experi- 
ments on rabbits and dogs. These showed that whereas 
all of 10 rabbits and 20 dogs given 250 mg. of iron per 
kg. body weight as ferrous sulphate and all of 5 dogs 
given 200 mg. per kg. as ferrous gluconate died, less 
than 10° of the animals given 250 mg. of iron per kg. 
as iron choline citrate died and more than half survived 
a dose of 500 mg. of the chelated preparation per kg. 
The animals dying from the toxic effects of ferrous 
sulphate and ferrous gluconate all died within a few 
hours, whereas the deaths following iron choline citrate 
did not occur for 2 or 3 days. It was observed that the 
serum iron levels were much higher following adminis- 
tration of ferrous sulphate and gluconate than after 
the chelated iron, suggesting that there is a relation- 
ship between acute toxicity and the concentration of 
unbound iron in the tissues. | 

It is concluded that iron choline citrate produces 
a good clinical and haematological response in anaemic 
patients and, because of its chelate form, is much less 
likely to produce toxic effects. R. F. Jennison 


772. Early Observations on the Diuretic Effect of Oral 
Chlorothiazide 

D. W. Davies and B. Evans. British Medical Journal 
[Brit. med. J.] 1, 967-969, April 26, 1958. 1 fig., 7 refs. 


A careful comparison between chlorothiazide and 
mercurial diuretics was made at the United Cardiff 
Hospitals on 20 in-patients with clinical oedema or 
pulmonary congestion due to heart failure. The effect 
of the diuretics was assessed by measuring the excess of 
renal fluid output over the fluid intake. Daily fluid intake 
was inconstant (852 to 1,420 ml.), but that of sodium 
did not exceed 0-7 g. The diuresis was compared in 
units of 2 days. Mersalyl or mercaptomerin, 2 ml. intra- 
muscularly, was given on the first day only, without 
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ammonium chloride; chlorothiazide, 1 g. by mouth, 
was given twice a day for 4 days with an interval of 3 or 
4 days between treatments. 

Although it was not possible to compare fully the 
action of the two diuretics in such a small series of 
oatients, it appeared that chlorothiazide was at least as 


2ffective as mercurial diuretics. Serum electrolyte values. 


were determined in 13 cases, and the serum sodium and 
chloride levels were not significantly altered. In no 
yatient did the serum potassium level fall below 3-3 
nEq. per litre, but in 5 it fell to between 3-3 and 3-9 mEq. 
oer litre. Symptoms of hypokalaemia did not develop. 
No dietary supplement of potassium was given. Only 
one patient received as much as 20 days’ intermittent 
treatment with chlorothiazide. There were no gastro- 
‘atestinal symptoms, and the authors consider that the 
“rug may prove to be useful and safe when administered 
ia short periods with intervals of rest. 
W. H. Horner Andrews 


°73. Clinical and Laboratory Studies with Chlorothi- 
:zide: an Oral Diuretic 

\V. C. Watson, T. J. THOMSON, and J. M. BUCHANAN. 
iancet [Lancet] 1, 1199-1201, June 7, 1958. 2 figs., 
refs. 


The diuretic effect of a single oral dose of 2 g. of 
cilorothiazide has. been studied at Stobhill Hospital, 
Clasgow, on 22 patients with fluid retention due to such 
ciuses as congestive heart failure, toxaemia of preg- 
nancy, or nephrosis, or who had steroid-induced oedema. 
There was a good response in 8 out of 9 cases of con- 
gestive failure, but only one out of 3 patients with cor 
p.lmonale and cardiac oedema showed a satisfactory 
diuresis. 

The maximum effect of the drug on the flow of urine 
was noted in the first 6 hours, with an increase in excre- 
tion of sodium and chloride and a smaller increase in that 
of bicarbonate and potassium. When the serum levels 
o! sodium and chloride were low the excretion of these 
electrolytes did not always increase and there was a 
greater loss of potassium and bicarbonate. Because 
water loss-has been found to be greater than electrolyte 
excretion in some instances, it is suggested that chloro- 
thiazide may inhibit secretion of pituitary antidiuretic 
hormone, or otherwise oppose its effect. A single morn- 
ing oral dose of 2 g. of chlorothiazide is considered to 
provide a good and safe diuretic, which may be repeated 
without loss of effect over a period of at least 6 months 
and without causing a side-effects. 

Kenneth Gurling 


774. Etiology and Prevention of Sloughs Produced by 
L-Norepinephrine (Levophed) 

J. Y. BeRBEN, M. F. Bryant, and J. M. Howarp. 
Anesthesia and Analgesia; Current Researches [Anesth. 
Analg. curr. Res.] 37, 81-84, March-April, 1958. 10 refs. 


Soft tissue necrosis associated with the intravenous 
administration of solutions containing L-norepinephrine 
[\-noradrenaline] is apparently due to extravascular 
infiltration of the solution. In the dog, soft tissue 
sloughs can be avoided by preventing the extravasation 
of solution containing norepinephrine. If extravasation 
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occurs, tissue necrosis can be minimized or prevented in 
dogs by diluting 10 mg. of “ regitine”’ [phentolamine 
hydrochloride] in 20 ml. of saline and injecting this 
solution into and about the margins of the extravasa- 
tion.—[Authors’ summary.] 


775. Value of Aminopyrine 

L. Carpon, O. H. Comess, T. A. Nosie, and M. M. 
PoMARANC. Annals of Internal Medicine [Ann. intern. 
Med.) 48, 616-634, March, 1958. 4 figs., 48 refs. 


The authors make a plea for the wider use of amido- 
pyrine under carefully controlled clinical conditions. 
They contend that amidopyrine may be effective where 
other antipyretics have failed. In particular, they stress 
that its potent antipyretic properties, although purely 
non-specific, may be life-saving under conditions in 
which even the most powerful and specific of the newer 
drugs have failed. 

Following a critical review of the historical back- 
ground and pharmacology of the drug they present 6 
cases—2 of acute exacerbation of rheumatic carditis, 
one of ulcerative colitis and rheumatic heart disease, one 
of periarteritis nodosa, and 2 of visceral neoplasm. In 
3 of these cases amidopyrine was the only drug which 
controlled the fever and reversed the progressive down- 
hill course of the disease after weeks of ineffective 
therapy. Agranulocytosis did not occur even in cases 
where the drug was given over long periods. A tendency 
to leucopenia in one case was readily controlled by 
reduction in dosage. In the authors’ opinion the danger 
of agranulocytosis from the use of amidopyrine, although 
real, has been over-emphasized. Nevertheless the care- 
less and indiscriminate use of the drug which occurred 
in the past is to be condemned. I. M. Rollo 


776. A Research Evaluation of the Ratio of Narcotic 
to Narcotic Antagonist 

P. S. Marcus, C. W. Wuite, and R. MEGIRIAN. Anes- 
thesia and Analgesia; Current Researches (Anesth. a. 
curr. Res.] 37, 51-57, March-April, 1958. 5 figs., .4 
refs. 


Studies of the critical or optimum dosage ratios between 
narcotic drugs and their antagonists were carried out at 
Boston University Medical School on patients who had 
just undergone operation under regional analgesia, 
sometimes supplemented by intravenous barbiturate. 
Normal saline, levallorphan, Ro 1-7780/2 ” (hydroxy- 
propargylmorphinan tartrate), and “‘ daptazole ” (ami- 
phenazole hydrochloride) were given alone as controls 
and also in various combinations and ratios with alpha- 
prodine (“ nisentil”’), pethidine, and morphine. The 
pulse rate, blood pressure, respiratory rate, and minute 
volume were determined before and at 5-minute intervals 
after medication, and changes in responsiveness noted. 
Observations were continued throughout the apparent 
duration of action of the drugs, all of which were ad- 
ministered by slow intravenous injection. 

The-antagonists alone were found to have little effect 
on respiration. The doses of the narcotics required to 
produce consistent significant respiratory depression 
were then determined, and thereafter various combina- 
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tions of analgesics and antagonists were administered. 
As the ratio of antagonist to analgesic was increased it 
was observed that the minute volume improved until a 
ratio was reached beyond which no further improvement 
in ventilation occurred and responsiveness began to 
diminish. The authors conclude that the critical ratio 
of Ro 1-7780/2 and levallorphan with alphaprodine is 
1 : 25, that of levallorphan with pethidine 1 : 60, and that 
of levallorphan with morphine between 1: 10 and 1: 20. 
[These conclusions are at variance with the consensus of 
current opinion.] Amiphenazole was found to have no 
effect on pethidine-induced respiratory depression. None 
of the drugs studied caused any significant change in 
pulse rate or blood pressure. Mark Swerdlow 


777. Effect of Diphenylhydantion on Peripheral Nerve 
F. Morrei, W. BRADLEY, and M. PTAsHNeE. Neurology 
[Neurology (Minneap.)] 8, 140-144, Feb., 1958. 4 figs., 
5 refs. 


At the University of Minnesota Medical School, 
Minneapolis, a study was made of the effects of diphenyl- 
hydantoin on action potentials, recorded in situ, in the 
posterior tibial nerve of the rabbit under pentobarbitone 
sodium anaesthesia. Rectangular shocks of short (0-1 
millisecond) or long (10 milliseconds) duration were 
applied to the animal by means of electrodes inserted 
into the foot pad. This method enabled the effect of 
the drug on the synchronized discharge of fast-conduct- 
ing myelinated A fibres to be studied as well as that on 
reflexly initiated volleys from the spinal cord. Diphenyl- 
hydantoin, in the form of the sodium salt, was adminis- 
tered intravenously or intraperitoneally in doses of 10 to 
15 mg. per kg. body weight. 

When given by either route diphenylhydantoin doubled 
the threshold voltage and reduced or abolished the 
action potential produced in the A fibre by supra- 
maximal stimulation. The “rebound” or repetitive 
spike produced by stimulation with shocks of long 
duration was also abolished. Intravenous administra- 
tion caused, in addition, a transient but marked increase 
in the amplitude of the reflex volley, together with a 
prolongation of its latency. In a further series of 
experiments, diphenylhydantoin was shown to reverse 
the enhanced excitability of oxalated nerve. As the 
authors themselves emphasize, since their experiments 
were carried out on animals under barbiturate anaes- 
thesia some of the effects observed may have been the 
result of synergy between the two agents. 

W. C. Bowman 


778. Methods in Evaluating Ethoheptazine and Etho- 
heptazine Combined with Aspirin 

L. J. Cass, W. S. Freperik, and A. F. BARTHOLOMAY. 
Journal of the American Medical Association [J. Amer. 
med. Ass.) 166, 1829-1833, April 12, 1958. 2 figs., 13 
refs. 


From the University Health Services, Harvard Uni- 
versity, the authors describe two clinical trials designed 
to assess the value of “ ethoheptazine”’ (1-methyl-4- 
carbethoxy-4-phenylhexamethylenimine) and a combina- 
tion of ethoheptazine and aspirin as analgesic agents in 
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relation to aspirin, aspirin with codeine, and a lactose 
placebo. The first trial was carried out by the double- 
blind technique on 71 hospital in-patients with chronic 


pain due to various causes. The drugs were given 4 


times daily, the dose of ethoheptazine hydrochloride 
being 100 mg., of aspirin 600 mg., and of codeine sul- 
phate 30 mg., the same doses being used when the drugs 
were given in combination. All patients received each 
drug for periods of 7 days in random order, and were 
questioned in a standard manner 3 times daily regarding 
the degree of relief from pain and the occurrence of 
side-effects. Standard statistical analysis of the accumu- 
lated data showed that, in the doses used, ethoheptazine 
was more effective than aspirin or the placebo, while 
the combination of ethoheptazine with aspirin was more 
effective than either alone and was equal in its effect to 
the combination of aspirin with codeine. The second 
trial was carried out by a single-blind technique on 35 
patients using the two combinations of drugs and the 
placebo, and the results were assessed by sequential 
analysis, the same conclusions being reached as in the 
larger trial. The number of side-effects experienced in 
the trials was too small to allow significant conclusions 
to be drawn. 

The authors comment favourably on the value of 
sequential analysis in experiments directed towards test- 
ing the efficacy of drugs. T. J. Thomson 


779. Clinical Studies on the Action of Bemegride in 
Barbiturate Overdosage 

T. J. THomson. British Medical Journal (Brit. med. J.] 
1, 976-978, April 26, 1958. 3 figs., 9 refs. 


An investigation of the antibarbiturate activity of beme- 
gride is reported from Stobhill General Hospital, Glas- 
gow. A group of 20 females subjected to minor opera- 
tions received atropine before induction of anaesthesia 
with 0-5 g. of thiopentone, the anaesthesia being main- 
tained with nitrous oxide and oxygen. At the end of 
the operation an intravenous injection either of normal 
saline or of bemegride was given, a double-blind tech- 
nique being used. The time which elapsed before the 
patient responded to questions—the wakening time— 
was noted. There was no significant difference between 
the wakening time of the bemegride-treated group and 
that of the controls. 

In a further study 8 fasting volunteers were each given 
9 to 15 gr. (0-6 to 1 g.) of sodium amylobarbitone by 
mouth over a period of 14 hours. Intermittent bipolar 
electroencephalographic (EEG) tracings were recorded 
until a consistent deep sleep pattern was observed, when 
50 mg. of bemegride was rapidly injected intravenously. 
If there was no change in the EEG pattern and no clinical 
signs of arousal were noted within 2 minutes a further 
50 mg. of bemegride was administered. When the 
patients awoke (4 required 100 mg. of bemegride) they 
appeared somewhat intoxicated, and if left undisturbed 
relapsed into sleep from which they did not awaken 
spontaneously for many hours. The EEG pattern was 
that of deep sleep and remained so until the patient 
actually awoke, when it reverted to normal. 

Mark Swerdlow 


( 
( 


|| 
‘5 
| 
| 
| 
- 
3 


Chemotherapy 


780. The Treatment of Tumours and Malignant Blood 
Diseases with Ethyleneiminoquinone. (Zur Behandlung 
von Tumoren und Hamoblastosen mit Athylenimino- 
chinon) 

H. KLEINFELDER, E. GEBERT, and P. ReIseERT. Deutsche 
medizinische Wochenschrift [Dtsch. med. Wschr.] 82, 
413-422, March 14, 1958. 7 figs., 16 refs. 


At the Medical Clinic of Wiirzburg University 26 
patients were given ethyleneiminiquinone in daily intra- 
venous doses of 30 mg.; the total dose ranged from 210 
‘o 1,980 mg., in most cases being between 500 and 600 
ng. Phlebothrombosis at the site of injection was a 
2ommon complication. Toxic effects on the bone mar- 
ow were noted in 22 of the patients. Leucocytes, 
_rythrocytes, and platelets were all affected. In most 
cases the marrow depression did not become evident 
ontil 8 to 14 days after the end of the course of treat- 
ment; in 2 patients, both of whom had received less 
ihan 600 mg. of the drug, a fatal thrombocytopenia 
developed. 

The results were most favourable in a group of 8 
patients with carcinomatous metastases in bone. In 4 
women with carcinoma of the breast, one patient with 
carcinoma of the bronchus, one with renal adenocar- 
cinoma, and one with bony deposits from an undetected 
primary tumour many of the osteolytic lesions showed 
regression and recalcification and bone pain diminished 
cr disappeared. One patient with a well-differentiated, 
hormone-secreting carcinoma of the thyroid gland and 
bony metastases derived no benefit. ‘‘ Moderately good”’ 
results were observed in 3 patients with chronic myeloid 
lcukaemia and in 2 out of 4 with chronic lymphatic 
leukaemia. Patients suffering from carcinoma without 
bone involvement were not significantly improved, except 
for one man with a carcinoma of the stomach which had 
spread to the pleura. The authors conclude that the 
optimum dose of ethyleneiminiquinone is 500 to 600 mg. 
for men and 400 to 500 mg. for women, given daily in 
doses of 30 mg.; the total amount should be somewhat 
less in elderly patients and in those in whom there is 
known to be carcinomatous involvement of the bone 
marrow. P. Mestitz 


781. The Treatment with E39 of Chronic Malignant 
Haemopathies and Other Neoplastic Diseases. (Traite- 
ment par le E39 des hémopathies malignes chroniques 
et d’autres affections tumorales) 

J. BERNARD, G: MATHE, and M. Wet. Revue francaise 
d’études clinique et biologiques [Rev. frang. Et. clin. biol.] 
2, 920-928, Nov., 1957. 6 figs., 3 refs. 


From the Hépital Herold, Paris, the authors report 
the results of treatment of 100 cases of malignant disease 
of the blood and other tissues with the cytotoxic agent 
diethyleneimine-2 : 5 : 40-propyloxy-3 : 6-benzoquinone 
or E39 (Domagk, Dtsch. med. Wschr., 1956, 81, 801). 


They gave daily intravenous injections of the drug in 
alcoholic solution in doses of 10 mg. to adults and 5 mg. 
to children for periods up to 50 days, though toxic signs 
sometimes compelled them to stop treatment after as 
little as 15 days. The total dosage ranged between 150 
and 500 mg. When haematopoiesis was already de- 
pressed by blood disease, neoplasm, or the effects of 
previous chemotherapy or radiotherapy there was a 
further diminution in the numbers of one or more series 
of blood cells in the bone marrow during treatment. 
On the other hand it took a considerable dosage of E39 
to produce depression of the marrow when it was not 
already affected. The authors regarded a fall in the 
leucocyte count to 5,000 per c. mm. or less as an indica- 
tion for treatment with 30 to 60 mg. of prednisone daily, 
the resulting increase in the leucocyte count always 
making it possible to continue treatment. 

Reticulosarcoma and lymphosarcoma may be so 
localized as to be amenable to surgery or radiotherapy, 
but when this is not the case the authors regard E39 as 
the treatment of choice. Of 23 patients with these 
diseases, 3 enjoyed complete remission for more than 4 
months, while 14 had a partial remission, 4 of them for 
longer than 4 months. They suggest that E39 may be 
of value in cases of Hodgkin’s disease which have proved 
resistant to other forms of treatment, there being no 
evidence of cross-resistance. Out of 12 cases in the 
present series, an apparently complete remission occurred 
in 2, in one case lasting for more than 4 months, and a 
partial remission in a further 4. In chronic myeloid 
leukaémia ‘* myleran” (busulphan) is more often and 
more certainly effective than E39, the use of which is 
indicated only when the former drug produces no re- 
sponse or gives rise to thrombocytopenia. Similarly 
in chronic lymphatic leukaemia treatment with E39 
should be considered only after the failure of other and 
more effective cytostatic drugs. Of 2 cases of monocytic 
leukaemia of the Schilling type treated with E39, one 
showed reduction in size of the spleen, although the 
blood picture was not affected; in the other case there 
was no response, and in 2 cases of multiple myeloma- 
tosis and 2 of mycosis fungoides the drug was equally 
ineffective. 

Treatment with E39 was tried in 38 cases of malignant 
disease of various organs that were beyond the scope of 
surgery or radiotherapy. In 4 cases there was some 
subjective improvement, with relief of pain or other 
symptoms, while in 3 others a reduction in the size of a 
metastatic mass was observed. Most of these 7 were 
cases of cancer of the breast and it is pointed out that 
because bone metastases are so common in this con- 
dition it is necessary continually to watch for signs of 
bone-marrow depression during treatment with E39. 
Despite this limitation, however, the authors feel that 
the effectiveness of the drug is sufficient to warrant 
further trial. } A. C. F. Green 
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782. Epidural Block in the Treatment of Circulatory 
Disturbance after Poliomyelitis 

R. C. ALLISON. Anaesthesia [Anaesthesia] 13, 157-163, 
April, 1958. 10 refs. 


It has long been known that the peripheral vascular 
disturbance frequently associated with residual paralysis 
following poliomyelitis can be improved by surgical 
sympathectomy. The author, working at the Derbyshire 
Royal Infirmary, Derby, has investigated the effects on 
this condition in the legs of the more temporary sympa- 
thectomy produced by lumbar epidural block anaesthesia 
in 20 patients aged 5 to 40 years in whom the acute 
attack had occurred 2 to 35 years previously. "Whenever 
possible the patient was given 3 epidural injections of 
16 to 40 ml. of a 1 in 1,500 solution of cinchocaine 
hydrochloride at intervals of approximately one month. 
All except 2 patients benefited from the treatment, the 
legs becoming warmer and less discoloured, while pain, 
tenderness, and muscle spasms were relieved and chil- 
blains were much less severe. The greatest improve- 
ment occurred in those patients with the most severe 
degree of vasospasm. Occasionally the onset of improve- 
ment was delayed, and in a few cases there was prolonged 
relief of symptoms. Mark Swerdlow 


783. Management of Respiratory Paralysis Using a 
** Mechanical Cough ”’ Respirator 

J. A. Forses. British Medical Journal [Brit. med. J.) 1, 
798-803, April 5, 1958. 4 figs., 11 refs. 


The basic considerations leading to three main changes 
in technique of tank artificial respiration in recent years 
at Fairfield Hospital [Melbourne] are discussed. These 
involve the use of higher respiratory volumes than usually 
described; the addition of an automatically actuated 
valve to the bellows to provide a rapid flow of tracheal 
air in expiration routinely, and by which a cough may 
be simulated intermittently; and the application of a 
larger intratank positive pressure phase so that the 
patient’s chest and abdomen are compressed at each 
expiration. 

The principles of management and the results of the 
treatment of acute respiratory failure in poliomyelitis at 
Fairfield Hospital in recent years are described. The 
advantages of tank respiration as the method of choice 
in the respiratory centre over intratracheal positive- 
pressure methods are given.—[Author’s summary.] 


784. Ecologic Studies on the Inter-epidemic Survival of 
Louse-borne Epidemic Typhus Fever 

W. H. Price, H. Emerson, H. NAGEL, R. BLUMBERG, 
and S. TALMADGE. American Journal of Hygiene [Amer. 
J. Hyg.] 67, 154-178, March, 1958. 42 refs. 


At the Johns Hopkins University serological tests 
were performed on sera from 1,708 individuals who had 
at one time resided in eastern and south-eastern Europe, 
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although 80% of them had been living in the U.S.A. for 
at least 25 years. Tests for the presence of complement- 
fixation antibodies against Rickettsia prowazeki proved 
to be positive in 30% of cases. These antibodies were 
not detected among the children of the families under 
investigation. Environmental studies indicated that in 
cases showing positive reactions the infection had been 
contracted abroad. 

In 2 cases R. prowazeki isolated from specimens 
obtained from the inguinal lymph nodes was grown on 
tissue culture. In addition, rickettsiae were isolated 
from the blood of a patient suffering from Brill’s disease. 
Laboratory tests in this case showed no direct evidence 
of an increase in the Weil—Felix titre, but when rhesus 
monkeys were inoculated with blood suspensions a 
typical titre was obtained. Immunity reactions in mice, 
serological reactions in rats and guinea-pigs, and tests 
on human body lice revealed that the characteristics of 
the isolated micro-parasites resembled those of standard 
R. prowazeki strains. The evidence obtained serves to 
support Zinsser’s hypothesis that man may act as an 
inter-epidemic reservoir of R. prowazeki and that latent 
infection with the organism may be reactivated by pro- 
voking factors. 


In some further experiments extracts of R. mooseri— 


containing deoxyribonucleic acid were added to cultures 


of R. prowazeki, and during the course of this experiment - 


it was demonstrated that the latter organism could be 
transformed into R. mooseri. Attempts were also made 
to reverse the transformation by means of louse-monkey 
passage, but no change was observed. A. Garland 


785. The Febrile Convulsion in Shigellosis 

M. Kow.essak and G. B. Forspes. New England 
Journal of Medicine [New Engl. J. Med.| 258, 520-526, 
March 13, 1958. 1 fig., 23 refs. 


In an attempt to elucidate some of the factors con- 
cerned in the causation of febrile convulsions associated 
with acute shigellosis the records of all patients with 
bacteriologically proved Shigella enteritis seen at the 
Strong Memorial and Rochester Municipal Hospitals, 
Rochester, New York, during the period 1926-53 were 
reviewed. There were in all 246 patients with shigel- 
losis, 29 of whom had febrile convulsions. None of the. 
latter were over the age of 7 and the majority (21) were 
2 to 5 years old. The authors discuss various possible 
explanations of this age distribution. In the presence 
of rickets, latent tetany might become manifest under 
the stress of acute infection, but the serum calcium level 
was normal in the 8 cases in which this was examined. 


_ An abnormal electroencephalographic response to 


hyperventilation has been shown to occur in children 
aged 3 to 5, but no tracings were made in this series. 
Similarly, no evidence was available of any chemical 
disturbances in the brain or of any possible neurotoxic 
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‘actor. However, on examining the height of the fever 
‘n relation to the occurrence of convulsions it was found 
that of the children under 6, those with a temperature 
over 104° F. (40° C.) suffered convulsions 5 times more 
‘requently than those with a temperature below 102-2° F. 
39° C.). Of the 23 patients aged 7 or over whose tem- 
»erature rose above 104° F., none suffered a convulsion. 
A past or family history of convulsions seemed to 
nfluence the incidence of convulsions in children of 6 
and under, which was 67% in those cases in which either 
vas positive and only 24% in those in which both were 
jegative. Although 19% of the males in the whole 
ceries had convulsions and only 6-8°% of the females, no 
statistically significant sex difference was found among 
patients aged 6 and under. The presence or absence of 
concurrent disease and the bacterial type of the shigel- 
lysis had no bearing on the incidence of convulsions. 
David Morris 


"86. Clinical and Radiographic Study of Sacro-iliac 
lirucellosis. (K Bompocy 0 
WMarHocTHKe 6pyuennesHEIxX CaKPOHMeHTOB) 

A. Lipxo and V. G. SIMAVONJAN. Becmuux Penmee- 
u Paduonoeuu [Vestn. Rentgenol. Radiol.} 33, 
<2-45, Jan.—Feb., 1958, No. 1. 4 figs. 


This paper is based on the study of 23 cases of sacro- 
i:ac brucellosis, 16 of which occurred in men and 7 in 
vomen. The affection was bilateral in 16 cases and 
cher parts of the skeleto-muscular system were fre- 
ciently involved. In all cases the history revealed con- 
tict with cattle and the drinking of raw milk. The 
diagnosis was based on the history and the results of the 
Wright-Heddleson and Burne tests. In the authors’ 
e.perience the diagnosis of sacro-iliac brucellosis is 
difficult in the absence of other manifestations of the 
disease. Three cases in which there were typical lesions 
o: the sacro-iliac joints are described and illustrated 
by radiographs. A. Orley 


787. Serum Glutamic Oxalacetic Transaminase Levels 
ir Diphtheritic Myocarditis 

E. Cuester. British Heart Journal (Brit. Heart J.| 20, 
244-248, April, 1958. 4 figs., 5 refs. 


The serum glutamic oxalacetic transaminase (G.O.T.) 
activity was estimated serially and compared with the 


concomitant electrocardiograms (ECG) obtained in 6 


cases of severe diphtheria admitted to the Fever Hospital, 
Johannesburg. 

Clinical and ECG evidence of carditis developed 
in 3 of these patients during the second week of the 
illness. In each case an increase in the serum G.O.T. 
activity began the day before the ECG became notice- 
ably abnormal, and serum enzyme activity also returned 
to normal several days before the ECG did so. Serum 
G.O.T. levels rose to between two and three times the 
normal (upper limit 40 units) in 2 cases, and in the third 
case reached 220 units. A second sharp rise in the 
G.O.T. level occurred on the 15th day of illness in one 
Patient and coincided with further deterioration of the 
ECG on this day. There was never any clinical or 
ECG evidence of carditis in the other 3 cases, but in 2 
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of them a transient small rise in serum G.O.T. activity 
occurred about the 18th and 24th days respectively. 
(The third patient died with peripheral circulatory failure 
during the first week of his illness and before myocarditis 
is known to occur.) 

It is concluded that further studies of serum G.O.T. 
activity in patients with diphtheria may demonstrate 
that the test is of some value for the earlier diagnosis of 
myocarditis. It should aid recognition of cardiac 
involvement when the ECG findings are equivocal, and 
also when minimal myocardial damage which is insuffici- 
ent to affect the ECG might still make early ambulation 
unwise. : Celia Oakley 


788. Treatment of Severe Tetanus by Curarisation and 
Intermittent Positive-pressure Respiration 

K. J. F. S. W. BrimsLecomse, and M. E. R. 
STONEMAN. Lancet [Lancet] 1, 713-716, April 5, 1958. 
12 refs. 


Details are given of the whole prolonged course of the 
treatment, by means of complete curarization combined 
with intermittent positive-pressure respiration (I.P.P.R.) 
with oxygenated air, of severe tetanus in 2 children at the 
Royal Devon and Exeter Hospital. The incubation 
period in these 2 cases was 7 and 5 days respectively, 
and the period of onset (interval between occurrence of 
first symptoms and appearance of convulsions) was also 
short; there is little doubt that both patients would have 
died in a few days without this skilled, painstaking, and 
prolonged treatment. I.P.P.R. was required, in fact, for 
16 and 14 days respectively, and tubocurarine in large 
doses for nearly the same periods. In both cases the 
treatment was started only after large doses of hypnotic 
drugs and mephenesin had failed to control the spasms, 
but the authors now consider this treatment to be indi- 
cated in all cases of tetanus in which the spasms cannot 
be controlled by moderate sedation and administration of 
mephenesin. 

Many complications and serious situations developed 
in the course of the treatment, including pulmonary 
(segmental or lobar) collapse, bronchial obstruction, 
transitory failure of gastric function, and peripheral 
circulatory failure. The authors attribute their success 
in overcoming the formidable difficulties to measures 
such as the following: postural drainage and expert 
physiotherapy 5 times daily; half-hourly toilet of the 
tracheo-bronchial tree; humidification of the inspired — 
air and oxygen, and no nitrous oxide anaesthesia; the 
maintenance of fluid balance, especially during gastric 
failure and during a period of circulatory failure, when 
enormous quantities of noradrenaline had to be given; 
early surgical excision of the wound; repeated large 
doses of antitetanic serum; and the use of penicillin and 
sometimes other antibiotics during the entire period of 
active tetanus. The problem of supervision day and 
night for over 2 weeks was solved in the second case by 
instructing third-year student nurses in the various tech- 
niques and arranging for emergency medical help if 
required; in fact it did not prove necessary to call the 
doctors for emergency attendance. 

[This is a most useful article.] 


H. Stanley Banks 
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789. Tuberculosis of the Knee: Results with Chemo- 
therapy between 1948 and 1956 

F. H. STeveNSON, J. A. CHOLMELEY, and H. I. Jory. 
Tubercle [Tubercle (Lond.)] 39, 1-6, Feb., 1958. 5 figs., 
3 refs. 


Details are given of the results of treatment [at the 
Royal National Orthopaedic Hospital, London] of 33 
patients with tuberculosis of the knee using chemo- 
therapy. Synovectomy in 2 was not a success. Curet- 
tage of a tibial metaphyseal focus in 2 was entirely 
successful. Intra-articular streptomycin was judged 
valuable in the chronic synovial type in adolescents and 
young adults. 

The average period of conservative treatment was 
reduced to about one-third of that commonly used 
before chemotherapy was available. There were 24 very 
successful results and only 5 patients were judged to 
require arthrodesis.—[Authors’ summary.] 


DIAGNOSIS AND PROPHYLAXIS 


790. British Freeze-dried BCG: a Clinical Trial in 
Children 

J. Lorper and P. C. MENNEER. Tubercle [Tubercle 
(Lond.)] 39, 7-9, Feb., 1958. 4 refs. 


The senior author, with various colleagues, has pre- 
viously reported (Tubercle (Lond.), 1956, 37, 187, and 
1957, 38, 227; Abstr. Wild Med., 1957, 21, 13, and 1958, 
23, 329) the results of trials of a British freeze-dried 
B.C.G. vaccine in newborn infants. The present further 
report from the University of Sheffield describes the 
tuberculin sensitivity and local lesions resulting from the 
vaccination of 174 children aged 1 to 14 years (of whom 
112 were contacts of active cases of tuberculosis) with 
a single batch of this freeze-dried vaccine which had a 
viable count of 11-0106 organisms per ml. and had 
been previously found to give satisfactory results in 
infants. Tuberculin tests were performed between 10 
and 120 days after vaccination. In most cases (149) 10 
units of B.C.G. tuberculin was used for the post-vaccina- 
tion tests, while the remaining 25 children were tested 
with tuberculin jelly (B.C.G. tuberculin or old tuber- 
culin) or 100 t.u. of old tuberculin. 

Of the 174 children, 166 (96%) showed a positive 
tuberculin reaction when first tested and a further 6 did 
so later, making a total of 172 (98-8°%) positive reactors. 
Conversion was demonstrated as early as 10 days after 
vaccination in some cases. Only 2 children developed 
local ulceration, while enlargement of the axillary lymph 
nodes was observed in one other. It is concluded that 
““a vaccine with a viable count of approximately 
1,000,000 per dose is adequate for the vaccination of 
contacts and for other groups including the newborn.” 

T. M. Pollock 
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791. Five Years’ Experience with a Vaccine Prepared 
from Mycobacterium tuberculosis var. muris 

L. Sutra. Tubercle [Tubercle (Lond.)] 39, 10-17, Feb., 
1958. 2 figs., 21 refs. 


Local complications, including changes indistinguish- 
able from lupus vulgaris, may occur not infrequently 
with Wells’s vole vaccine, so that in this respect it com- 
pares unfavourably with B.C.G. vaccine. In this paper 
from the Tuberculosis Research Institute, Prague, the 
author describes the preparation and local effects of a 
tuberculosis vaccine, which he terms “ Murinus- 
Prague”’ vaccine (MP-vaccine), from an attenuated 
Wells strain of Mycobacterium tuberculosis var. muris 
grown on a simple synthetic medium. The vaccine, 
which is given intracutaneously, was first used in 1950, 
since when over 32,000 persons ranging from infants to 
adults up to 30 years of age have been vaccinated. 
B.C.G. vaccine was given to some 70,000 persons during 
the same period and the numbers of cases of tuber- 
culosis discovered after vaccination with the 2 vaccines 
were 3 and 13 respectively, but these numbers are con- 
sidered to be too small to indicate any differences in 
protective effect. Local complications have been very 
infrequent after vaccination with MP-vaccine—23 cases 
of regional lymphadenitis with abcess or sinus forma- 
tion; in no case was lupus vulgaris observed. 

It is claimed as a result of this extensive experience 
that MP-vaccine, besides being naturally avirulent for 
man, has the added advantages that it causes only 
a slight local reaction, induces a high degree and per- 
sistence of tuberculin-positive allergy, is simple to manu- 
facture, and has a prolonged life. A further ad- 
vantage is that the organisms of MP-vaccine can be 
readily identified in culture by the typical wreath-shaped, 
conical, granular colonies which differ from those pro- 
duced by other mycobacteria. T. M. Pollock 


792. Tuberculin Sensitivity in the Middle-aged and 


Elderly 
M. CaP Lin, C. P. Si-ver, and W. F. WHEELER. Tubercle 
[Tubercle (Lond.)] 39, 84-89, April, 1958. 10 refs. 


The object of the study here reported from the London 
Chest Hospital was to observe the change in tuberculin 
sensitivity with increasing age, the investigation being 
carried out on 201 male and 279 female non-tuberculous 
persons and 149 male and 20 female tuberculous patients, 
all of whom were over 45 years of age and resident in 
N.E. London, mostly in Bethnal Green and Hackney. 
Mantoux testing was performed with P.P.D. in amounts 
of between 1 and 1,000 t.u., an area of induration of 
5 mm. or more being regarded as a positive reaction. 

In the non-tuberculous subjects a positive reaction to 
1 t.u., indicating the highest degree of sensitivity, was 
found in 60°% of all males and 39° of all females; in 
those aged between 45 and 64 years the figure for 
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males was 79% and for females 60°%, while in the 
rest the figures fell to 50% and 32% respectively. 
With stronger dilutions of tuberculin further positive 
reactors were found, so that with 1,000 t.u. only 2% of 
males and 5% of females failed to react. Among the 
tuberculous males the proportion of positive reactors to 
1 tu. was 100% in the age group 45 to 54, falling to 
86% in the group aged 75 and over. All but 1% of this 
group reacted to 10 t.u. and 100°% reacted to 1,000 t.u. 
{n all age groups and to all concentrations of tuberculin 
-he percentage of positive reactors was higher among 
-uberculous than among non-tuberculous males. The 
nean diameter of the area of induration after injection 
of 1 t.u. in both the tuberculous and non-tuberculous 
zroups fell off significantly with increasing age. 

The authors consider the various factors which may 
nave influenced these results, which in their opinion 
support the view that there is no relationship between 
sensitivity and acquired resistance to tuberculosis. 

John M. Talbot 


“93. Chemoprophylaxis of Human and Bovine Tuber- 
culosis by Means of Isoniazid 

/\. O. Zorini. Bulletin of the International Union against 
-uberculosis [Bull. int. Un. Tuberc.] 27, 339-363, July— 
Oct., 1957. [Received May, 1958.] 3 figs. 


The author recapitulates the theoretical and experi- 
rental bases of the chemoprophylaxis of tuberculosis 
with isoniazid, which he has described in several previous 
publications. In a trial being conducted in Rome 2,570 
caild contacts of tuberculous patients have been given 
19 mg. of isoniazid pér kg. body weight daily for 3 
months during the first year and again for 3 months 
during the second year of observation. There were 
1,720 control subjects [though these were apparently not 
cnosen by random allocation]. The treatment had to 
be stopped in 6 cases in the former group owing to gastro- 
intestinal or skin upsets, but there has been no clinical 
or laboratory evidence of toxicity in the remainder. 

There has been little change in the skin response to 
tuberculin in the majority of cases during a period of 
observation extending up to 18 months, though, curiously, 
in 15-86% of the treated and 22-36% of the control 
children the reaction has reverted to negative. Children 
who were originally tuberculin-negative constituted 
about 10° of each group; in 1-:24% of the whole treated 
group and in 3-28% of the control group the reaction 


‘has become positive. None of the treated children has 


developed active tuberculosis, but 4 of the control sub- 
jects have done so. The trial is continuing. 
Arnold Pines’ 


794. Effects of Isoniazid Prophylaxis on the Tuberculin 
Response and the Local Lesion following BCG Vaccina- 
tion of Adults 

L. S. Patitz. American Review of Tuberculosis and Pul- 
monary Diseases [Amer. Rev. Tuberc.] 77, 232-244, Feb., 
1958. 13 refs. 


An investigation was carried out at the Veterans 
Administration Hospital, Northport, Long Island, New 
York, to determine the effect of prophylactic treatment 
with 10 mg. of isoniazid per kg. body weight daily upon 
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the local reaction to vaccination with B.C.G. and on 
tuberculin sensitivity. A total of 74 adult male patients 
with schizop ia were tuberculin tested and then 
divided at random into two groups: (1) 50 patients (48 
of them tuberculin-negative) who were vaccinated with 
B.C.G., and (2) 24 patients (all tuberculin-negative) who 
remained unvaccinated. Of the patients in Group 1, 36 
were given isoniazid, starting 1 to 14 days before vacci- 
nation; in 30 cases this treatment was continued for 
266 days and in 6 it was stopped at the time of vaccina- 
tion, being resumed in 4 of them 18 days after vaccina- 
tion and continued for 266 days. The remaining 12 
patients in Group 1 received no isoniazid. Of the 
patients in Group 2; 6 were given isoniazid continuously 
for 266 days, 6 were given the drug only up to the time - 
vaccination was carried out in Group 1, and 12 received 

no isoniazid. The B.C.G. nodule in Group 1 was in- 

spected at regular intervals, and Mantoux tests were . 
carried out with 0-1 mg. or 1-0 mg. of old tuberculin, or 

both, on different individuals in both groups at various 

times during the period of observation, a final test being 

carried out with both strengths of tuberculin on all 

available members of both groups (49 in all) 225 days 

after the discontinuation of chemoprophylaxis. 

Tsoniazid, when given continuously, reduced the size 
of-the local ‘reaction to B.C.G. and decreased the inci- 
dence of ulceration. This effect was not seen when 
administration of the drug was interrupted at the time 
of vaccination, but in those cases in which it was resumed 
after 18 days a significant shrinkage of the nodule was 
noted, though ulceration was not prevented. Post- 
vaccination tuberculin sensitivity was also decreased, 


‘ but not abolished, by the isoniazid, there being no further 


decrease in sensitivity after the withdrawal of chemo- 
therapy. T. M. Pollock 


RESPIRATORY TUBERCULOSIS 


795. Perforation of Tuberculous Lymph Nodes into the 
Bronchus (Excluding Cases of Primary Infection). (Les 
perforations ganglio-bronchiques tuberculeuses en dehors. 
de la primo-infection) 

A. Levi-VALENSI, C. MOLINA, and A. ZAFFRAN. Presse 
médicale [Presse méd.] 66, 523-524, March 26, 1958. 
4 figs. 

The authors report from the Tuberculosis Clinic of 
the Faculty of Medicine, Algiers, that over a period of 7 
years the bronchoscopic examination of 700 patients. 
aged 16 to 70 years with post-primary pulmonary tuber- 
culosis, three-quarters of whom were Moslems, revealed 


perforation by lymph nodes into the bronchi in 300 cases. 


Most of these patients (258) had generalized pulmonary 
tuberculosis, in 13 the disease was localized to the 
mediastinal nodes and pleura, while there were 29 cases. 
of haemoptysis without apparent cause, the chest radio- 
graphs being normal, although in 9 of these the sputum 
was positive for tubercle bacilli. 

The bronchoscopic appearances varied from punched- 
out perforations with anthracotic secretions to small 
holes and scarred fistulae. The lesions were on the right. 
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side in three-quarters of the cases, and at the level of 
the spur of the upper-lobe brohncus in 46°5%. At 
necropsy on 36 of the patients fistulae from caseous 
nodes could be demonstrated in 12. These were lined 
by islets of anthracotic pigment and marked by the 
absence of glands and muscle fibres. The authors pro- 
pose to discuss more fully the significance and conse- 
quences of these fistulae at a later date. I. Ansell 


796. A Comparative Bronchographic and Anatomical 
Study of Bronchiectasis in Pulmonary Tuberculosis. 
(Vergleichende bronchographische und anatomische 
Untersuchungen von Bronchiektasen bei Lungentuber- 
kulose) 

H. Proeter and G. KONN. Beitrdége zur Klinik der 
Tuberkulose spezifischen Tuberkulose-Forschung 
(Beitr. Klin. Tuberk.| 118, 107-119, 1958. 11 figs., 
27 refs. 


The authors report from the Pathological Institute, 
University of Freiburg, that the bronchographic examina- 
tion of 220 patients with moderate or advanced post- 
primary pulmonary tuberculosis revealed that some 
degree of bronchial damage, ranging from minimal to 
severe, was present in 204 (92-79%). Many patients 
showed marked bronchiectasis in relation to tuberculous 
cavities, this being associated with cavitation in the lower 
lobe in 96°% of cases and with upper-lobe cavitation in 
67:7%. 

In 43 patients with a cavity in the upper lobe and what 
appeared on plain x-ray films to be inactive or healed 
foci in other lobes there was bronchiectasis at the site 
of the apparently healed disease; in some of these cases, 
however, subsequent histological examination showed 
that the bronchiectatic lung was the site of active disease. 
In 64 patients bronchiectasis was discovered in areas of 
lung which appeared to be normal radiologically. In 2 
patients in whom bronchography had shown some 
beading of the contrast medium in the smaller bronchi 
later microscopical examination of the relevant lung 
tissue failed to reveal any bronchial abnormality. A total 
of 33 specimens of resected bronchiectatic pulmonary 
tissue were examined histologically; in 22 of these there 
was evidence of bronchial tuberculosis, while in the 
remaining 11 only non-specific inflammatory changes 
were seen in the walls of the bronchi. [It is not clear how 
much, if any, chemotherapy these patients had received.] 
The authors draw particular attention to the value of 
preoperative bronchography in helping to assess the 
amount of lung tissue to be removed. P. Mestitz 


797. Artificial Pneumothorax as an Aid to Chemo- 
therapy in the Treatment of Pulmonary Tuberculosis 

A. F. Foster-Carter. Diseases of the Chest [Dis. 
Chest] 33, 382-397, April, 1958. 13 figs., 12 refs. 


In this paper the author discusses the gradual decline 
in popularity and present status of artificial pneumo- 
thorax (A.P.), with special reference to 174 patients 
treated at the Brompton Hospital Sanatorium, Frimley, 
Surrey, with unilateral pneumothorax and chemotherapy 
between the years 1950 and 1956. He points out that 
of 332 patients discharged from the sanatorium in 1950, 


A.P. was attempted in 162, was unsuccessful in 46, uni- 
lateral in 102, and bilateral in 14. This is contrasted 
with 1956 when 341 patients were discharged, in only 27 


of whom was A.P. attempted, being unsuccessful in 16, . 


unilateral in 11, and bilateral in none. In 1951 there 
were 111 cases of successful induction of A.P.; in 1952 
60 cases; in 1953 34 cases; in 1954 39 cases; and in 
1955 14 cases. 

Of the total of 174 patients successfully treated during 
the 6-year period, 17 relapsed, most of these being cases 
treated in the earlier years when the duration of chemo- 
therapy was short. In only 8 was there evidence of 
fresh activity in the treated lung. Of the 2 deaths, one 
followed spontaneous pneumothorax in a patient who 
had undergone extensive contralateral thoracoplasty and 
one was due to gastric carcinoma. The only other com- 
plications were spontaneous pneumothorax in 2 cases, 
premature obliteration in one, and intrapleural haemor- 
rhage in 3. No case of empyema occurred, though 
pleural effusions developed in 30 cases (17%), in 22 
within one year and in 8 after one year. 

The author suggests the most important reason for the 
decline in the use of artificial pneumothorax, despite 
these excellent results, is that many patients who would 
have been considered ideal subjects 5 years ago now 
recover with antibacterial treatment and rest alone. In 
his experience the number of surgical operations is not 
increasing, and will probably decrease as antituberculous 
drugs are used for longer periods. He forecasts that in 
future all patients will have at least 3 months’ initial 
treatment with antibacterial drugs, and candidates for 
artificial pneumothorax will then be selected from the 
relatively small number whose response to chemo- 
therapy has not been satisfactory. In his view the main 
indications for induction of artificial pneumothorax are 
the following. 

(1) Localized disease with cavitation. (2) Localized 
cavitation with widespread disease throughout the lung. 
(3) Localized cavitation in one lung when there is serious 
disease requiring surgical collapse in the other. (4) 
Localized cavitation in one lung when the other has 
virtually been put out of action by extensive surgery. 
In conclusion he suggests that the practice of cauteriza- 
tion of adhesions is no longer necessary and should be 
discontinued, that the length of time for which an 
artificial pneumothorax needs to be maintained is now 
much shorter and that in most cases 12 to 18 months is 
sufficient, and finally that a great advance will have been 
made if it proves possible to obtain permanent cavity 
closure by means of a pneumothorax which need be. 
maintained only for the period of hospital treatment. 

Kenneth M. A. Perry 


798. A Survey of Primary Pulmonary Tuberculosis in 
West Cornwall 

E. W. HuGues and R. L. Ray. Thorax [Thorax] 13, 
74-88, March, 1958. 17 refs. 


In view of the existence of two conflicting schools of 
thought on the prognosis of hilar adenitis and segmental 
lesions in primary pulmonary tuberculosis the authors 
have carried out a survey of those patients, 99 in all, 
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who were diagnosed as having primary pulmonary tuber- 
culosis or were under treatment for that condition at 
Tehidy Chest Hospital, Camborne, Cornwall, during the 
3 years 1954-6. The isolated situation of West Corn- 
wall suggested that a survey in that area “* might provide 
‘he opportunity to study the incidence and behaviour of 
orimary disease relative to a specific population”. Apart 
‘rom this general aim their main interest lay in “ trying 
-o establish why certain cases relapsed ”’. 

Of the 99 patients, 24 were already under treatment at 
-he start of the survey. In only one, a case of miliary 
-uberculosis with meningitis, was the disease extra- 
yulmonary. The disease spread in 35 cases, and the 
otal number in which it extended to the lung was 22 (4 
‘vith positive sputum). Significant differences between 
“hese 35 cases and the rest were noted in certain respects: 
-qus a higher proportion had lymphadenopathy (80°% 
.ompared with 53%) and resolution occurred in a smaller 
| roportion (64% compared with 82%). Bronchoscopy 
- as performed on 56 patients, in 31 of whom no abnor- 
1nality was detected. It was concluded that little help 
\ ould be obtainable by this means in assessing prognosis 
«> initio. Bronchial perforation was observed in 13 
c.ses. The impression was gained that chemotherapy 
tad no effect upon the rate of healing. Calcification 
\.as observed in the lymph nodes in 17 cases, in the lungs 
i: 4, and in both in 17. The presence or absence of 
cilcification in the nodes did not affect the prognosis, 
but the time taken for it to appear did so, being shorter 
(. verage 6 months) in the group without relapse than in 
te patients who relapsed (average 14 months). 

Of the 99 patients, 72 presented with symptoms, but 
v.here these were mild it was not found that their pre- 
s-nce had any bearing on prognosis. Parenchymatous 
dsease was present in 31 cases on diagnosis and de- 
v-loped later in 16 others. One explanation of this 
comparatively high incidence lies in the frequent use 
made of antero-posterior and lateral tomography and 
bronchography. In order to study the course of the 
disease in this type of case 45 of the 47 patients were 
admitted to hospital. Complete resolution occurred in 
10; the main factors influencing the outcome appeared 
to be age, duration of lymph-node enlargement, site of 
disease, and chemotherapy. The total number of 
patients with pleural effusion on diagnosis was 37; 
aithough antibacterial therapy had little influence on the 
behaviour of the effusion, it was of value in preventing 
the development of further active tuberculosis and it is 
considered that its place in the treatment of this con- 
dition is unequivocally established. The fluid was com- 
pletely absorbed in every case. 

Details are given of 8 cases in which thoracotomy was 
performed. The patients tolerated the operation well, 
with no postoperative complications, and all were cheer- 
fully active within a week or two. The main indications 
for major surgery in primary pulmonary tuberculosis are 
respiratory distress requiring urgent relief and, in the 
later stages, bronchiectasis with persistent symptoms. It 
is also suggested, however, that in the management of 
simple hilar adenitis, particularly in the young, adenec- 
tomy should be considered if, despite bed rest and chemo- 
therapy, regression does not occur or extension threatens. 


The authors find it difficult to continue to regard 
simple primary hilar adenitis as a benign process, since 
of the 35 cases in which pulmonary tuberculosis de- 
veloped, 16 originated in this group. 

Norman F. Smith 


799. Cycloserine in Pulmonary Tuberculosis with 
Cavitation. Results of One Year’s Experience. (Cyclé- 
sérine et tuberculose cavitaire. Résultats d’une année 
d’expérience) 

P. VERAN, C. R. MOIGNETEAU, R. TRICHEREAU, P. 
VERCELETTO, and —. CREMET. Presse médicale [Presse 
méd.] 66, 393-395, March 5, 1958. 2 refs. 


A trial of cycloserine in the treatment of 64 patients 
with pulmonary tuberculosis is reported. All had been 
previously treated with isoniazid, PAS, and strepto- 
mycin in various combinations for continuous periods 
of 6 months to 4 years, but 57 had persistent cavities. 
The extent of the disease was classified as “ slight ”’, 
** medium ”’, and “ extensive’ in about equal propor- 
tions of cases. One-third of the patients had toxic 
symptoms and 75°% were sputum-positive—more than 
half on direct smear. Of the 64 patients, 25 were chronic 
alcoholics. The usual dosage of cycloserine was 1 g. 
daily, but in a few cases 0-75 g. only was given. In 
addition, 0-1 g. of phenobarbitone was given daily 
throughout the course. Four patients developed in- 
tolerance within a few weeks and were removed from 
the trial, but the remaining 60 patients continued under 
cycloserine treatment for 2 to 12 months. 

The results were disappointing except in 3 remarkable 
cases in which complete closure of long-standing cavities 
and conversion of the sputum occurred within 2 to 6 
months. Moderate improvement with significant con- 
traction of the cavities occurred in another 15 cases at 
an early stage, but 2 of them relapsed later in spite of 
continuation of treatment. In 30 cases the effect was 
insignificant and in 12 the patient’s condition deterior- 
ated, resulting in 2 deaths. Sensitivity studies showed a 
gradual development of resistance_of the organisms to 
cycloserine in half the cases, but without any definite 
correlation with the clinical results of treatment. The 
drug was generally well tolerated, suspension of the 
course on account of side-effects being necessary in 8 
cases only (including the 4 mentioned above). The 
symptoms in these cases consisted in vertigo with violent 
headaches, psychic disorders, and depression with fixed 
ideas; no severe epileptic incidents occurred and no 
lasting sequelae were noted. Minor side-effects such as 
headaches, paraesthesiae, myoclonus, and mild agitation 
with irritability occurred in another 25 cases. 

Of special interest is the wide use made of electro- 
encephalography in this study. A tracing was taken in 
35 cases at the start of treatment, and in 18 cases was 
repeated at 2-monthly intervals throughout the course. 
No definite conclusions could, however, be drawn: 
changes occurred in half the cases and were more fre- 
quent in patients with psychic disorders, but the presence 
of abnormalities in the pre-treatment tracing was not 
associated with a higher rate of intolerance and did not 
constitute any contraindication to the administration of 
cycloserine. A. J. Karlish 
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800. Trial of Sigmamycin in Non-specific Urethritis 
J. K. Oates. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.| 34, 38-39, March, 1958. 2 


At the London Hospital “* sigmamycin ” (a combina- 
tion of tetracycline hydrochloride and oleandomycin) was 
used in the treatment of 15 unselected cases of non- 
specific urethritis in a dosage of 500 mg. orally every 
6 hours for 5 days. Among 14 of the men who sub- 
sequently attended the clinic for 3 weeks there was one 
relapse, while of the remaining 13, one relapsed in the 
fourth week and one in the fifth. The only toxic effect 
noted in this group was slight diarrhoea in one case. In 
a second group of 18 similar cases given sigmamycin as 
before, but in doses of 250 mg., there were 3 failures and 
2 cases of relapse in the first 60 days. The author com- 
ments upon the difficulty of assessing the relative efficacy 
of any drug in the treatment of this disease, but con- 
cludes that sigmamycin in either of the dosages used 
appears to be an effective remedy for non-specific 
urethritis. The main drawback to the use of this drug 
is its present high cost. V. E. Lloyd 


801. Results of Therapy of Latent and Asymptomatic 
Syphilis in a Prison Population. I. Clinical Outcome 
with Reference to Cardiovascular and Central Nervous 
System Syphilis and Related to a Nonsyphilitic Control 
Population 

B. I. KaApLan, J. RYAN, E. THomas, J. C. CUTLER, and 
K. H. Jenkins. Journal of Chronic Diseases [J. chron. 
Dis.] 7, 300-311, April, 1958. 2 figs., 16 refs. 


The first part of this’study relates to 2,954 inmates of 
Sing Sing prison, Ossining, New York, seen between 
1939 and 1949 in whom a diagnosis of latent or asympto- 
matic syphilis was made. During that period the treat- 
ment employed was mainly with arsenical drugs and 
bismuth, and although these were later superseded by 
penicillin, the results of this study are important in 
evaluation of recent therapeutic methods. Very careful 
studies of all syphilitic prisoners were made, and so far 
as possible information was obtained from institutions 
or individual physicians regarding previous treatment 
and the results of tests. Treatmént in prison was care- 
fully controlled and standardized on certain schedules, 
and diagnostic categories were clearly defined. 

In 1953 a special study was made of a representative 
fraction of the original series, namely, 277 persons who 
had had no other treatment for syphilis than that given 
in prison and who were still in prison and thus available 
for study. For 130 of these the time from the onset of 
the disease was known, and up to the final examination 
in 1953 this averaged 25 years; for the entire group the 
average period of study and observation was 14 years. 
The records showed that out of the original 2,954 studied 
the cerebrospinal fluid (C.S.F.) findings were negative 
in 1,905 and that re-examination at a later date of 288 
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of them showed that only one was abnormal, while none 
developed clinical neurosyphilis. Of the group of 277 
patients, 255 were given a full neurological examination; 
none had frank evidence of general paresis or tabes 
dorsalis, but isolated neurological abnormalities were 
noted in a few. The frequency of such signs as altered 
patella reflexes and pupillary abnormalities was no 
greater than that in a comparable group of non-syphilitic 
persons. Thus no evidence of the development of 
neurological symptoms or signs of neurosyphilis was 
obtained. However, in regard to the cardiovascular 
system one man was found to have an aortic aneurysm 
and 9 others had an accentuated second aortic sound or 
some degree of aortic dilatation, but these findings are 
considered to be not necessarily or even probably due 
to syphilis. No correlation with persistently positive 
serological reactions was found. It is concluded that 
“* adequate” treatment of latent syphilis with arsenical 
drugs and bismuth results in a very high degree of 
success. Robert Lees 


802. Results of Therapy of Latent and Asymptomatic 
Syphilis in a Prison Population. II. Seroreversal follow- 
ing Definitive Treatment as Shown by the New York 
State Complement Fixation Test 

B. I. KAPLAN, J. RYAN, E. THomas, J. C. CUTLER, and 
O. Jones. Journal of Chronic Diseases [J. chron. Dis.} 
7, 312-320, April, 1958. 1 fig., 7 refs. 


In this second paper the authors discuss the pattern 
of reversal of serological test results after treatment 
in 2,820 of the 2,954 patients with latent syphilis described 
in their first paper [see Abstract 801]. The technique 
of the tests and the antigen used have been uniform 
throughout the past 15 years, the New York State com- 
plement-fixation test being employed. The range of 
observation was 5 to 25 years, with an average of 14 
years. Since the clinical observations indicated that 
there was no progression of syphilis in this group it is 
claimed that the results of the tests present the pattern 
of serological reversal in a group of latent syphilitics 
treated with arsenicals and bismuth and that similar 
findings may be expected in such a group treated with 
penicillin. The pattern took the form of a slow gradual 
achievement of seronegativity throughout the period of 
25 years. Thus by the end of 5 years 25°% of the patients. 
had reached seronegativity, but it required 11 years for 
50% to do so, while by the end of 25 years 89% had 
become seronegative. To some extent the result was 
influenced by the duration of the infection before institu- 
tion of treatment, there being an increase of about 20% 
over the average time needed for reversal when the 
disease had existed for 4 years or longer. The authors 
emphasize the importance of long-term observation of 
latent syphilis and urge that repeated courses of treat- 
ment are probably futile. Robert Lees 
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Tropical Medicine 


803. Comparative Trials of Tasteless Chloroquine 
Methylene-hydroxynaphthoate and the Diphosphate Salts 
of Chloroquine among Tanganyika Schoolchildren 
D. F. Crype and G. T. SHute. Annals of Tropical 
Medicine and Parasitology {Ann. trop. Med. Parasit.] 52, 
51-54, March, 1958. 1 fig., 3 refs. 


Chloroquine methylene-bis-B-hydroxynaphthoate _ is 
_asteless, and its absorption by Europeans has been 
‘eported to be about 90% of that of the standard di- 
»hosphate. To compare the antimalarial effects of the 
wo preparations trials were carried out in Tanganyika 
yn 528 African children aged 7 to 15 years who were 
emi-immune to malaria and had asymptomatic infec- 
ions with Plasmodium falciparum (98°%) and P. malariae 
12%). A single dose of one of the two salts was given 
ind the blood was re-examined after 7, 14, and 21 
lays, the doses used in different groups varying from 
1-075 to 0-525 g. of chloroquine base. After 7 days 
075 g. of the diphosphate had cleared the blood of all 
f 139 children, whereas 0-45 to 0-52 of the hydroxy- 
aphthoate was required to produce a similar result. 
-o test the effect of gastric acidity upon absorption 39 
‘hildren were given antacids (magnesium trisilicate, 
v5 g., and aluminium hydroxide, 0-27 g.) together with 
(225 g. of the hydroxynaphthoate. Seven days later the 


lood of 31% of these children still contained parasites, 
compared with only 15% in a control group treated 
without antacids. It is considered that the hydroxy- 


uaphthoate is not sufficiently well absorbed by African 
children for its use to be recommended. 
F. Hawking 


04. Comparative Assessment of Chloroquine and Amo- 
ciaquine as Malaria Suppressives in Nigeria 

\.. J. CHARLES. Annals of Tropical Medicine and Para- 
sitology [Ann. trop. Med. Parasit.] 52, 55-67, March, 
1958. 2 figs., 27 refs. 


A comparison of the effects of chloroquine and amodi- 
aquine as malaria suppressives was made on Nigerian 
children near Lagos, where malaria is holo-endemic. 
The children were 6 to 7 years old, and they were each 
given a single dose (300, 200, or 100 mg. base) of-chloro- 
quine or amodiaquine. There were 50 to 60 children in 
each group (about 370 in the total investigation, including 
20 controls), the predominant organism in 55 to 69% 
being Plasmodium falciparum, in 28 to 36°% P. malariae, 
and in 7 to 9% P. ovale. 

All three dosages of both drugs produced complete 
clearance of malaria parasites within a week. The mean 
clearance time was inversely proportional to the dose, 
but the differences were not statistically significant. 
There was no difference in clearance time between the 
two drugs. The trophozoites of P. falciparum all dis- 
appeared in 3 days, those of P. malariae sometimes 
lingered for a week, while those of P. ovale disappeared 
in 2 days. After 3 weeks the parasites gradually re- 
turned, and after 8 weeks the blood of 30 to 70% of the 


children contained parasites again. There was no evi- 
dence of a direct action of either drug on the gametocytes 
of P. falciparum, but their numbers in the blood gradually 
diminished until by the Sth week they were very rare or 
absent; after that they gradually began to reappear. 
Toxic effects were negligible; of the 373 children treated, 
14 vomited within 3 to 4 hours of taking the drugs. 

It is considered that under the environmental condi- 
tions of this test mass suppression with monthly doses 
of 100 mg. chloroquine base might prove to be a practical 
proposition. Amodiaquine would be an equally effec- 
tive drug, but it would be somewhat (about 60%) more 
expensive. F. Hawking 


805. Studies on Filariasis in Malaya: Treatment of 
Wuchereria malayi-carriers with Monthly or Weekly 
Doses of Diethylcarbamazine (Banocide) 

J. F. B. Epeson and R. H. Wuarton. Annals of 
Tropical Medicine and Parasitology {Ann. trop. Med. 
Parasit.| 52, 87-92, March, 1958. 8 refs. 


A trial is reported from the Institute for Medical 
Research, Kuala Lumpur, Malaya, of the treatment of 
persons carrying the microfilariae of Wuchereria malayi 
in the blood with weekly or monthly doses of diethyl- 
carbamazine banocide ”’; “* hetrazan”’). There were 
8 to 13 persons in each treatment group and the average 
initial microfilaria count in 60 c.mm. of blood was 123 
to 286. With doses of 4 to 6 mg. per kg. monthly for 
6 months or 5 mg. per kg. weekly for 6 weeks the micro- 
filaria count was reduced by 99° and many of the 
carriers became free from microfilariae. With other 
schedules, 1 or 2 mg. per kg. monthly for 6 months 
and gradually increasing weekly or monthly doses to a 
final dosage of 8 mg. per kg., the average microfilaria 
count was reduced by at least 93°%. The microfilaria 
count continued to fall for several months after treatment 
had ended. This suppression of microfilariae was 
accompanied in most patients by a reduction in the 
number of filarial attacks during the following year; but 
a few patients reported new attacks and one patient 
developed elephantiasis. 

Almost all the patients suffered a sharp febrile reaction 
within 24 hours of taking the first dose. This began 
within 12 hours and consisted in fever, headache, nausea, 
vomiting, and dizziness; in a few patients lymphadenitis, 
lymphangiitis, or tender, cord-like indurations in a limb 
developed. Reactions were very mild after the second 


. dose and. were absent after the third and subsequent 


doses. A smaller initial dose, such as 0-5 mg. per kg. 
body weight, was followed by a less severe reaction. 
Antihistamine drugs given on the first day of treatment 
did not modify the reaction. 

On the basis of these investigations the dosage of 
diethylcarbamazine recommended for mass treatment 
campaigns against W. malayi is 5 mg. per kg. weekly or 
monthly for 6 doses. F. Hawking 
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Allergy 


806. Anaphylaxis and the Nervous System. Part II 
A. SZENTIVANYI and G. Fitipp. Annals of Allergy (Ann. 
Allergy| 16, 143-151, March-April, 1958. 5 figs. 


In an earlier communication (Acta med. Acad. Sci. 
hung., 1952, 3, 163) the authors showed experimentally 
that lethal anaphylactic shock could be prevented and 
gave details of the method, which consists in producing 
very small focal electrolytic lesions in the hypothalamus 
or other areas of the brain by the Horsley—Clarke 
stereotaxic technique. In this further study reported 
from the University of Debrecen, Hungary, 664 guinea- 
pigs were actively sensitized with horse serum. When 
a focal lesion was induced in the tuberal region of the 
hypothalamus only 62 out of 215 animals suffered lethal 
or severe anaphylactic shock, whereas out of 48 animals 
in which the electrodes were inserted in the tuberal 
region but no current applied, 46 died from anaphylactic 
shock. When electrolysis was applied to regions other 
than the hypothalamus, such as the supraoptical cortex, 
thalamus, mesencephalon, or mamillary region, most of 
the animals died or suffered severely from shock. The 
tuberal lesions thus protected from anaphylactic shock, 
but they did not prevent the Arthus and the Sanarelli- 
Shwartzman phenomena. H. Herxheimer 


807. Increased Blood Histamine in Thermal Intolerance. 
Report of a Patient with Cryoglobulinemia 

L. L. HENDERSON, C. F. Cope, and G. M. Rotu. Journal 
of Allergy [J. Allergy] 29, 122-129, March, 1958. 18 refs. 


From the Mayo Clinic is described the case of a man 
aged 56 years in whom, during the past 2 years, quiet air 
at 70° F. (21° C.) or moving air at only slightly below 
body temperature caused local pain, generalized urti- 
caria, nasal stuffiness, and transient asthma. When the 
patient’s hand was immersed in cold water at 10° C. for 
7 minutes the plasma histamine level in the venous blood 
withdrawn from this hand was greatly increased, while 
the output of free histamine in the urine after this test 
was approximately doubled. The number of eosinophil 
granulocytes in the blood from the immersed hand was 
drastically reduced, but that of the basophil granulocytes 
was unchanged. It was also found that the patient had 
a large amount of cryoglobulin in the serum; although it 
was not known whether this finding had any relation to 
the other observations, it was considered to be not 
purely coincidental. H. Herxheimer 


808. Some Effects of Change in Position on Pulmonary 
Function in Bronchial Asthma 

A. L. MICHELSON and F. C. LoweLt. American Journal 
of Medicine [Amer. J. Med.| 24, 225-228, Feb., 1958. 


Patients with bronchial asthma often describe an 
increase in severity of symptoms after retiring at night, 
and respiratory function studies were conducted at 
Boston University School of Medicine, Boston, Massa- 
chusetts, in order to investigate the mechanism of this 


phenomenon. On 26 asthmatic patients and 10 healthy 
subjects determinations were made of minute ventilation, 
vital capacity, total lung capacity, expiratory reserve 
volume, functional residual capacity, and residual volume 
with the subject first erect and then recumbent. In the 
majority of control subjects there was a reduction in 
vital capacity, as also in the other functions studied, in 
the recumbent as compared with the erect position. Of 
the asthmatic patients, vital capacity decreased on re- 
cumbency in about one-half; it increased in about 
one-quarter, and in the remaining one-quarter it was un- 
changed. The other functions studied showed a similar 
trend. The unexpected rise in vital capacity in the 
recumbent position tended to occur particularly in 
patients with more severe asthma. It is concluded that 
the nocturnal increase in symptoms in many asthmatics 
is determined by factors other than an immediate change 
in the vital capacity Bernard Isaacs © 


809. Forced Expiratory Volume as a Test for Successful 
Treatment of Asthma 

W. B. THomsoN and P. HuGu-Jones. British Medical 
Journal [Brit. med. J.] 1, 1093-1095, May 10, 1958. 


The volume of air that a normal subject can exhale in 
one second from the start of a rapid, forced expiration 
following a full inspiration (forced expiratory volume 
or F.E.V.;) is about 80°% of the vital capacity. This 
percentage (F.E.V.°%%) remains constant in subjects with 
a restrictive defect of ventilation, as in ankylosing 
spondylitis or some cases of pulmonary fibrosis, but 
where there is obstruction to the air flow, as in asthma 
and emphysema, the F.E.V.°%% is often below 50. A 
series of isolated readings from patients suffering from 
asthma, taken at the Postgraduate Medical School of 
London, showed that, contrary to expectation, the 
F.E.V.% remained remarkably constant after the 
administration of bronchodilator drugs, the explanation 
presumably being that the F.E.V.; and the forced vital 
capacity (F.V.C.) increase proportionally in such cir- 
cumstances. 

It can be shown, however, that if the F.E.V.% is 
measured before and after the inhalation of isoprenaline 
(on successive days) during the treatment of cases of 
status asthmaticus there is a difference in response 
between the patient with uncomplicated asthma and the 
patient whose asthma is complicated by bronchitis and 
emphysema. In the latter the F.E.V.°%% remains more 
or less constant before and after the inhalation of iso- 
prenaline throughout the whole course of treatment in 
spite of a rise in the absolute values of F.E.V.; and vital 
capacity. In uncomplicated asthma, however, although 
the F.E.V.% remains more or less constant at first 
the improvement following inhalation of isoprendline 
causes a relatively greater rise in the F.E.V.; than in the 
vital capacity as recovery proceeds, so that F.E.V.% 
rises and may reach the low normal figure of 70%. 
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The authors therefore conclude: (1) that serial 
recording of the F.E.V.; is a simple and valid method 
of assessing the effect of treatment in asthma; (2) that 
the F.E.V.%% approaches normal values only in uncom- 
plicated asthma when treatment is complete; and 
(3) that failure of the F.E.V.% to rise beyond 50% during 


the course of intensive treatment suggests that the asthma 


i, complicated by emphysema. 

[A practical difficulty in carrying out this test is that 
sme patients, particularly women, seem incapable of 
|-arning to cooperate fully; in such cases the readings 
riay be capricious.] R. S. Bruce Pearson 


§:0. Correlations between Asthma and the Hormonal 
Secretions of the Gonads. (Les corrélations entre 
| asthme et les sécrétions hormono-gonadiques) 

J Turtar, L. Zizine, and Y. JEANJEAN. Presse médicale 
['resse méd.] 66, 677-680, April 19, 1958. 


A clinical and statistical enquiry into the relationship 
b tween asthma and irregular gonadal function in 565 
f. male patients, carried out at the Hépital Bichat, Paris, 
rcvealed that asthma is frequently precipitated, aggra- 
v ted, or relieved by a variety of events coinciding with 
n:tural or accidental fluctuations in the secretion of the 
sex hormones. The authors subscribe to the theory 
t| at the emergence of asthma is the outcome of a funda- 
nental constitutional disturbance of the autonomic 
n. rvous system at the level of the diencephalon, and that 
ar y concurrent hormonal imbalance is the consequence 
o: similar dysfunction of the hypothalamic centres. 

The observed influence of the sex hormones on the 
asthmatic state is discussed from the clinical and theo- 
re ical aspects, and such factors as hormonal auto- 
al.ergy and an absolute or relative excess of one or 
other of the sex hormones are examined. As a result 
oi their investigations the authors affirm that, in accord- 
ai.ce with the state of reactivity of the higher vegetative 
ccntres, fluctuations in gonadal hormonal secretion can 
influence asthmatic activity in either direction. They 
conclude that no one sex hormone has specific asthmo- 
genic effects, but that careful clinical analysis of gonadal 
d\sfunction in asthmatic patients permits rational 
therapy with, the relevant sex hormone in selected cases. 

Max Mayer 


8il. Treatment of Hay-fever with local Hydrocortisone 
Hemisuccinate Sodium 

R. M. Morris-Owen and C. TrueLove. British 
Medical Journal [Brit. med. J.] 1, 969-972, April 26, 
1958. 4 refs. 


Hydrocortisone compounds which are highly soluble 
in water might be expected to enter the tissues more 
rapidly and in higher concentration, and thus have a 
more rapid effect, than less soluble preparations. To test 
this hypothesis 22 patients with seasonal hay-fever were 
observed during the summer of 1957 at the Radcliffe 
Infirmary, Oxford, for their response to nasal instillation 
of a saline solution of hydrocortisone hemisuccinate 
containing the equivalent of 1 mg. free hydrocortisone 
per ml., the daily dose being 2 mg. or less. Eleven 
patients improved within the first 24 hours and became 
symptom-free within a few days, and a further 2 out of 
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5 of the remainder responded well to a higher con- 
centration of 2 mg. per ml. Eye and chest symptoms 
were usually relieved at the same time, and the nasal 
mucosa became more normal in appearance. The dosage 
was reduced and then stopped 3 to 7 days after the 
symptoms disappeared. 
In an addendum the authors suggest that, owing to 
technical difficulties in the preparation of a suitable 
hydrocortisone hemisuccinate, prednisolone phosphate 
might be preferable, this substance being also highly 
soluble and more stable. J. Pepys 


812. The Tracheal Strip: Observations on the Response 
of Tracheal Muscle ~ 

R. PATrerson. Journal of Allergy [J. Allergy] 29, 165- 
172, March, 1958. 4 figs., 10 refs. 


The author describes herein a modification of the 
“tracheal chain ”’ devised by Castillo [not Castello as 
given] and de Beers (J. Pharmacol. exp. Ther., 1947, 90, 
104; Abstr. Wild Med., 1947, 2, 597) for the study of 
the pharmacological effect of drugs on tracheal muscle. 
Instead of making the guinea-pig tracheal chain by 
cutting transversely and suturing 10 to 12 tracheal rings 
together, the trachea is cut spirally to produce a thin 
continuous strip of tracheal tissue which may be divided 
into 2 or 3 equal lengths for control experiments. The 
preparation can be used for pharmacological and sensiti- 
zation studies in the same way as the tracheal chain, 
and has the advantage that it is quicker and easier to 
prepare. The results of tests with noradrenaline, di- 
phenhydramine chloride benadryl ’’), histamine, and 
hydrocortisone hemisuccinate on the tracheal strip are 
reported. H. Herxheimer 


813. Allergy to Pyrazolone Derivatives (Aminopyrine) 
with Evidence of a Reaginic Type Antibody 

B. N. HALPERN, A. HOLTZER, P. LIACOPOULOs, and J. 
Meyer. Journal of Allergy [J. Allergy] 29, 1-12, Jan., 
1958. 5 figs., 18 refs. 


The case is described of a male patient, seen at the 
H6pital Broussais, Paris, in whom the oral absorption 
of amidopyrine produced symptoms of anaphylactic 
shock, with vascular collapse and loss of consciousness. 
Tests showed that the skin reaction was immediately and 
strongly positive to amidopyrine and iodophenazone, 
slightly positive to phenazone, but negative to aspirin, 
phenylbutazone, phenacetin, and other pyrazolone 
derivatives. Passive transfer tests gave positive results 
with human subjects, but not with guinea-pigs. It was 
notable, however, that they could be elicited only by oral 
or parenteral administration of amidopyrine, and not at 
all by its local injection at the site of the previous injec- 
tion of the patient’s serum. This is assumed to be due 
to the high rate of diffusion of amidopyrine, which 
prevents its reaching a sufficiently high local concentra- 
tion to react with the deposited antibody. During pas- 


sive transfer the antibody injected with the serum was 
shown to be rapidly fixed by the human skin, the maxi- 
mum reaction occurring after only 4hours. It is assumed 


that amidopyrine acts as a complete antigen and not as a 
hapten. 


H. Herxheimer 
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814. Effect of Certain Dietary Oils on Bile-acid Secre- 
tion and Serum Cholesterol 

B. Lewis. Lancet [Lancet] 1, 1090-1092, May 24, 1958. 
3 figs., 24 refs. 


Cholesterol is excreted mainly as bile acid—in the 
rat as taurocholic acid and in man as glycocholic acid. 
The effects of various dietary oils and fats on cholesterol 
metabolism was therefore studied in 3 patients with 
complete bile fistulae by following changes in the bile 
acid output. None of the patients had clinical or bio- 
chemical evidence of disturbed liver function, nor were 
signs present of an overt infection of the biliary tract. 

By this means it was shown that neither the absorption 
nor the synthesis of cholesterol is suppressed by the 
ingestion of unsaturated oils. In all 3 patients the 
excretion of desoxycholic acid increased immediately 
and steeply as soon as sunflower or cottonseed oil, both 
highly unsaturated, was given either by mouth or intra- 
venously; at the same time the serum cholesterol level 
fell. On the other hand feeding of hydrogenated coconut 
oil, a saturated fat, did not affect the bile acid output at 
all, but raised the serum cholesterol level markedly. 
Quantitative considerations suggested that far more bile 
acid was produced during feeding with unsaturated oils 
than was necessary to account for the disappearance of 
cholesterol from the circulation. This might be due 
either to increased mobilization of cholesterol from the 
tissues or, more likely, to increased cholesterol synthesis 
during administration of the oil—increased cholesterol 
synthesis from acetate has been demonstrated in the past 
in liver slices from animals previously fed on cottonseed 
oil. The present findings also support the hypothesis 
that the reduction in the serum cholesterol level after 
the feeding of unsaturated fats may be due to increased 
cholesterol catabolism and to accelerated excretion of 
bile acids. Z. A. Leitner 


815. Pathogenesis in Human Obesity. Function and 
Disorder of a Mechanism of Satiety 

A. J. STuNKARD and H. G. Wotrr. Psychosomatic 
Medicine (Psychosom. Med.] 20, 17-29, Jan.—Feb., 1958. 
6 figs., 37 refs. 


In a psycho-physiological investigation of possible 
mechanisms involved in the pathogenesis of human 
obesity carried out at New York Hospital—Cornell 
Medical Center, New York, the assumption that an 
increased drive to eat is the basic factor in obesity was 
called in question, and on the basis of the results of 
animal experiments attention was directed to the 
mechanism of satiety which normally controls food 
intake and utilization, a disorder of this mechanism 
being postulated as an alternative explanation of the 
excessive desire to eat. The intravenous glucose toler- 
ance test was carried out by measurement of the rate of 
fall of the blood glucose concentration following a 
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standard dose of 25 g. of glucose. The difference in 
peripheral capillary—venous blood glucose levels was also 
measured, this being considered to provide a more 
direct index of glucose utilization in the peripherai 
tissues divorced from the homeostatic function of the 
liver. Subjective sensations of hunger, as well as objec- 
tive measurements of gastric motility, in both normal 
and obese subjects were recorded. 

Evidence is adduced that a “* glucostatic ” mechanism 
plays a significant role in normal satiety. A difference 
in capillary-venous blood glucose levels of more than 
15 mg. per 100 ml. is correlated with an absence of 
hunger. It is postulated that peripheral glucose utiliza- 
tion is “‘ signalled ” to glucoreceptor cells in the hypo- 
thalamus and that these in turn act to mediate the 
function of satiety. 

Although no evidence was found that an actual break- 
down of the glucostatic mechanism could lead to clinical 
obesity, it was discovered that in certain obese women 
excessively rapid removal of glucose from the peripheral 
blood during conditions of stress was correlated with 
hyperphagia. The authors consider that such rapid 
glucose utilization might provide too brief a stimulus to 
the satiety mechanism, and that thus a fundamental 
disorder of carbohydrate metabolism may be an alter- 
native to an increased drive to eat in the dynamics of 
obesity. A. Balfour Sclare 


816. Chronic Alkalosis with Damage to the Central 
Nervous System 

S. NATELSON. Clinical Chemistry [Clin. Chem.] 4, 32-42, 
Feb., 1958. 2 figs., 21 refs. 


Over a recent 7-year period the author, at the Rockford 
Memorial Hospital, Illinois, has observed more than 30 
cases of chronic alkalosis associated with injury to the 
central nervous system. He briefly describes several 
typical cases which came to necropsy. The main features 
of the syndrome were: (1) brain damage, involving the 
hypothalamus; (2) chronic metabolic alkalosis, exacer- 
bated by saline infusion and responding only temporarily 
to large amounts of ammonium or potassium chloride; 
(3) sodium retention, with larger amounts of chloride 
than sodium excreted in the urine; and (4) excessive 
24-hour excretion of urine, which increased with the 
severity of alkalosis. Administration of the carbonic 
anhydrase inhibitor acetazolamide tended to correct the 
biochemical abnormalities. 

Although the condition in these patients resembled 
primary hyperaldosteronism, no evidence of adrenal 
tumour was found at necropsy. M. Sandler 


817. Niemann-Pick Disease: a Review of Eighteen 
Patients 

A. C. Crocker and S. Farser. Medicine [Medicine 
(Baltimore)] 37, 1-95, Feb., 1958. 41 figs., bibliography. 
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°18. Postbulbar Duodenal Ulceration 
.. Cooke and C. F. Hutton. Lancet [Lancet] 1, 754- 
‘57, April 12, 1958. 5 figs., 5 refs. 


In describing the uncommon and often missed entity 
«f ulceration in the immediate postbulbar region of the 
‘uodenum the authors point out that increasing aware- 
ress has improved the standards of diagnosis. Thus 
i. the period 1949-53 only 10 cases were diagnosed 
1om 9,732 barium-meal examinations at the Central 
) liddlesex Hospital, London, whereas in 1954-5 as 


-riany as 15 cases were found at 4,016 examinations. 


these 25 cases are now reported. The patients had an 
<verage age of 51 years and included 23 males, so that 
t 1e sex incidence shows a much higher male preponder- 
2.1ce than in ordinary cases of duodenal ulceration. 
ne most common symptom was severe pain, often in 
tve back, nocturnal, and difficult to relieve; severe 
h vematemesis or melaena was also common; duodenal 
© struction, usually intermittent, was present in 5 cases; 
p rforation occurred in one case. Typically the history 
is long, and in the present series averaged 12 years. Test 
neals given to 13 patients did not aid diagnosis: 9 
p:tients had a high gastric hydrochloric acid curve and 
4 a low curve. 

According to the authors, postbulbar duodenal ulcera- 
tion may be confused with diverticulum or adhesion 
binds of the duodenum or neoplasm of the duodenum 
0; pancreas. Diagnosis may be confirmed radio- 
g:aphically by serial films in more or less exaggerated 
pone and supine positions after a smal! quantity of 
barium cream has been swallowed, and it is facilitated 
b. inflating the stomach with air. Medical treatment is 
usually unsatisfactory, and in the surgical management 
Bancroft’s operation may be helpful if closure of the 
duodenal stump is difficult. A. Wynn Williams 


819. Effect of ‘‘ Nacton’’ in Patients with Duodenal 
Ulcer 

A. H. Doutuwaite and J. N. Hunt. British Medical 
Journal (Brit. med. J.] 1, 1030-1034, May 3, 1958. 2 
fiys., 9 refs. 


A drug with an atropine-like action—‘“ nacton ” 
((1-methyl-2-pyrrolidyl) methyl benzilate methyl metho- 
sulphate; I.S. 499)—was given to 23 male patients with 
duodenal ulcer and 2 with gastric ulcer under treatment 
at Guy’s Hospital, London. The trial lasted several 
weeks and the average period of observation in hospital 
was 30 days. The initial dosage was usually 2 mg. 
every 6 hours, and this was increased at 4-day intervals to 
3, 4, and 5 mg. every 6 hours, and so on until side- 
effects were observed; the dosage was then reduced until 
the side-effects disappeared. The final dosage in most 
cases was within the range of 10 to 30 mg. daily, but in 5 
cases it reached or exceeded 40 mg. daily. Gastric 
secretion was studied by the test-meal method of Hunt 


(Guy’s Hosp. Rep., 1954, 103, 161; Abstr. Wid Med., 
1955, 17, 199), which also measures the progress of 
gastric emptying. A test meal was first given during a 
preliminary control period; when the final dosage for 
each patient had been established a test meal was given 
on some days after an interval of 2 hours from the 
morning dose and on_ other days after an interval of 8 to 
9 hours from the midnight dose. 

The test-meal studies showed depression of the gastric 
secretion of acid during administration of the drug in 
23 of the 25 patients. In the first 10 patients with duo- 
denal ulcer the mean gastric secretion of acid was reduced 
to 52% after the 2-hour interval and to 70% after the 
8-hour interval; in the second 10 patients with duodenal 
ulcer, for whom the dosage was graded more confidently, 
it was reduced to 34% and 47% respectively after the 
stated intervals. Of the 23 patients with duodenal 
ulcer, 2 showed a poor response to the drug; both the 
patients with gastric ulcer responded satisfactorily. 
A reduction in the gastric secretory response persisted 
for up to 3 days in 9 out of 14 patients when the drug was 
discontinued while they were in hospital. In 14 patients 
who continued taking the drug after leaving hospital the 
responses were similar to those observed in hospital. 
The dosages given produced little change in the rate of 
gastric emptying. The most frequent side-effect was 
dryness of the mouth; slowness in micturition, difficulty 
in visual accommodation, and tachycardia were noted 
occasionally in hospital, and tachycardia occurred in 
4 out-patients. Side-effects were abolished in hospital 
by a small reduction in dosage. Joseph Parness 


820. Lesions of the Intestine in Closed Abdominal 
Injuries. (TloppexxneHua KHWe4HHKa TpaBMe 

K. D. MIKELADZzE. Cosemcxan Meduyuna [Sovetsk. 
Med.) 22, 65-69, No. 3, March, 1958. 6 refs. 


In this paper the author analyses 47 cases of closed 
abdominal injury with isolated lesions of the intestine 
out of a total of 455 treated at Botkin’s Hospital, 
Moscow, between 1945 and 1954. The small intestine 
was involved in 43 cases and the large intestine in 4, this 
discrepancy being probably due to the greater degree of 
protection afforded anatomically to the large intestine. 

From the findings at operation the author concludes 
that intestinal rupture was due to a difference between 
intra-abdominal and intra-intestinal pressures at the time 
of the blow. This was especially evident in patients with 
an abdominal hernia containing intestine, rupture of 
which was present in 5 cases. The series contained only 
7 female patients, and it was noted that all of them had 
poorly developed subcutaneous fat, thus supporting the 


view that this fat in normally developed women has a 


protective effect against trauma. Of the 18 patients 
under the age of 40, none died, whereas among the 29 
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patients over 40 there were 8 deaths, the immediate 
cause of death in all these being peritonitis. The over- 
all mortality was lower than in a series of cases com- 
plicated by damage to other viscera. 

The clinical features of these injuries are described, 
and the relative frequency of pain, abdominal rigidity, 
absence of liver dullness, gas in the abdominal cavity, 
and shifting dullness to percussion is discussed. The 
subsequent development of peritonitis adds its own 
clinical features. While the diagnosis is usually not 
difficult, in doubtful cases observation of the patient 
for 2 or 3 hours may reveal changes in his condition 
that give a clue to the diagnosis, but laparotomy may be 
necessary to confirm it. A carefully taken history is 
vital in all cases of closed abdominal injury. 

Basil Haigh 


LIVER AND GALL-BLADDER 


821. Serum Glutamic Oxalacetic Transaminase in 
Diseases of the Liver and Biliary Tract 

S. MADSEN, N. U. BANG, and K. Iversen. British Medi- 
cal Journal [Brit. med. J.] 1, 543-546, March 8, 1958. 
5 figs., 8 refs. 


At the Municipal Hospital, Copenhagen, the serum 
glutamic oxalacetic transaminase (G.O.T.) activity was 
determined, in most cases on several occasions, in 151 
patients suffering from disorders of the liver and biliary 
tract. 

In 16 mild cases of acute hepatitis serum G.O.T. 
activity ran fairly parallel to the icteric index, though the 
fall was more abrupt. The G.O.T. values ranged up to 
500 units per ml., that is, about 10 times the normal 
value, but returned to normal before the jaundice sub- 
sided. In 25 cases of more severe hepatitis G.O.T. 
values were much higher, reaching 1,600 units per ml. 
During an epidemic of infective hepatitis patients with 
typical anicteric infections showed a raised G.O.T. value, 
and this was also observed in 3 children who had no 
clinical signs of hepatitis but who later showed an in- 
creased response to the thymol turbidity test. In 6 cases 
a rise in G.O.T. activity preceded jaundice by 2 to 8 days. 
No significant difference was noted between patients 
with cirrhosis of the liver and those with chronic hepa- 
titis, but the enzyme values were higher in jaundiced 
patients; the serum G.O.T. activity decreased with clini- 
cal improvement. 

Of 27 patients with primary and metastatic carcinoma 
of the liver, normal G.O.T. values were found in 6. In 
5 cases the transaminase test was the only routine test 
that showed abnormal values. A rough correlation was 
found between G.O.T. activity and the size and extent 
of the tumours, but no correlation with the degree of 
malignancy. In 42 cases of disease of the biliary tract 
abnormally high G.O.T. values were found only when 
there was acute inflammation of the gall-bladder or 
biliary tract, a common value in inflammation being 100 
units per ml. It is concluded that determination of the 
serum G.O.T. activity is a valuable aid in the diagnosis 
of anicteric hepatitis. W. H. Horner Andrews 


GASTROENTEROLOGY 


822. Jaundice, Hyperlipemia and Hemolytic Anaemia: 
a Heretofore Unrecognized Syndrome Associated with 
Alcoholic Fatty Liver and Cirrhosis 

L. Zieve. Annals of Internal Medicine [Ann. intern. 
Med.) 48, 471-496, March, 1958. 4 figs., 11 refs. 


The author draws attention to what he believes to be a 
definite clinical syndrome not previously recognized. 
His observations were made on 20 patients seen at the 
Veterans Administration Hospital, Minneapolis, over a 
period of 8 years. The patients’ ages ranged from 26 to 
65 (average 39) years and in every case there was a history 
of alcoholism. Previous tentative diagnosis had included 


‘portal cirrhosis of the liver in 13 cases, and viral hepatitis, 


pancreatitis, haemolytic anaemia, and hyperlipaemia of 
unknown cause in others. 

The main clinical features of the syndrome as seen in 
these cases were jaundice, definitely of the haemolytic 
type; low-grade fever lasting several weeks; enlargement 
of the liver, usually marked, but generally receding 
rapidly; no splenomegaly; and frequent severe upper 
abdominal pain. Liver biopsy was carried out in 16 
cases, in 14 of which fatty infiltration was demonstrated 
and in 15 cirrhosis (only once severe). There was 
recognizable lipaemia in the serum in about half the cases, 
and cholesterolaemia (above 500 mg. per 100 ml.) in 
about two-thirds. Anaemia, generally normocytic and 
with striking reticulocytosis, was almost always present 
and the fragility of the erythrocytes in saline was slightly 
above the normal control value. Recovery generally 
occurred in a few weeks in hospital after the ingestion of 
alcohol had been stopped. 

Various puzzling features of this syndrome await 
explanation, especially the cause of the haemolytic 
anaemia. J. W. McNee 


823. Chlorothiazide in Control of Ascites in Hepatic 
Cirrhosis 

A. E. Reap, R. M. HaAsiam, J. LAmpLaw, and S. SHER- 
Lock. British Medical Journal (Brit. med. J.] 1, 963- 
966, April 26, 1958. 2 figs., 17 refs. 


At Hammersmith Hospital (Postgraduate Medical 
School of London) the new oral diuretic chlorothiazide 
was given in a dosage of 2 g. a day (0-5 g. 6-hourly) for 
periods of 2 to 7 days at a time to 13 patients with 
Laennec’s cirrhosis, which was complicated by ascites 
and peripheral oedema in 12 cases and gross peripheral 
oedema alone in one. Two patients received 2 courses. 

To 9 of the 15 courses the diuretic response was good, 
the weight loss being at least 2 kg. and the sodium output 
increased by at least 39 mEq. daily. In the remaining 6 
instances there was a poor response; all but one of 
these refractory patients had had a very low initial 
urinary sodium output (less than 1 mEq. daily), and it 
would therefore appear that chlorothiazide does not 
work well when there is marked hyperaldosteronism. 
In all cases there was a two- to three-fold increase in the 
urinary output of potassium, with an associated fall in 
the serum potassium level unless potassium (3 to 6 g.) 
was given by mouth. Chloride was the chief anion 
excreted, but in 2 patients (and 2 controls) there was a 
great increase of bicarbonate excretion, suggesting that 
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chlorothiazide is both a choluretic and an inhibitor of 
carbonic anhydrase. Hypopotassaemia often developed 
and in one patient extrasystoles were noted. Hepatic 
precoma or coma occurred in 7 of the patients and was 
usually associated with a good and rapid diuretic re- 
sponse and with a previous history of hepatic precoma; 
2 patients passed into deep coma after only 2 days’ 
therapy and the drug had to be withdrawn. A compari- 
son of the effects of chlorothiazide and the mercurial 
diuretic mersalyl suggested that the latter was more often 
- useful in promoting sodium excretion. The two drugs 
may be alternated in treatment. The mechanism of the 
hepatic coma is briefly considered and will be more fully 
discussed in a later communication. 
W. H. Horner Andrews 


824. Chronic Hepatitis and Hepatic Cirrhosis. (Xpo- 
HHYeCKHE H NewenH) 

E. M. TaREEv. Tepaneemuryecxuu Apxue [Ter. Arh.] 
30, 3-20, No. 2, Feb., 1958. 3 figs. 


The several forms of chronic hepatitis, apart from 
hepatic cirrhosis, exhibit great variety both in their 
clinico-morphological aspects and in aetiological and 
pathogenic relations. The most important is diffuse 
hepatitis (corresponding to diffuse nephritis among the 
renal diseases), which presents with jaundice and has a 
tendency to result in massive necrosis terminating in 
cirrhosis. The clinical distinction of focal hepatitis lies 


in the great compensatory and regenerative capacity of 
the liver, and also in the variety of causal conditions, 
including syphilis, tuberculosis, sarcoidosis, and parasitic 
infestation. Mesenchymal hepatitis reflects a reticulo- 
endothelial reaction, generally to infectious diseases, 


such as leishmaniasis, malaria, brucellosis, and infective 
endocarditis. It is characterized by hepato-spleno- 
megaly, usually without jaundice, and rarely progresses 
to cirrhosis. Fatty dystrophy of the liver, especially the 
** small fatty liver ’’, presents a well defined clinical pic- 
ture, with diffuse hepatitis, and is of special interest 
because of its association with catastrophic disturbances 
of metabolism and with the development of dystrophic 
hepatic cirrhosis. 

One and the same aetiological factor may lead to vary- 
ing clinical manifestations of liver disease. Chronic 
hepatitis of the Botkin type [that is, of viral origin] in the 
strict sense of the term can follow acute infective hepa- 
titis either as the result of recurrent attacks or as a sub- 
acute condition progressing to a chronic stage, with 
cirrhosis as the outcome; or again as the sequel to a 
severe acute attack with diffuse necrosis. Another 
variant is a more benign chronic hepatitis with long 
remissions (not always accompanied by jaundice) and 
not ending in cirrhosis. 
hepatitis with prolonged hepato-splenomegaly may 
slowly recover without progressing to the stage of chronic 
hepatitis. Finally, there are the cases of acute hepatitis 
which leave a syndrome manifested by disturbance of the 
vegetative nervous system, with dyskinesia of the biliary 
tract, intolerance of certain foods, and sometimes a 
tendency to icterus and urticaria, without evidence of 
true hepatic insufficiency or damage. Included in this 
group are cases of post-hepatitic hyperbilirubinaemia and 


Some acute cases of infective . 
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haemolytic anaemia. Even in the absence of a clear 
history of past acute viral hepatitis it is not possible to 
exclude this as the cause of cirrhosis owing to the pro- 
tean manifestations of the disease. Other causes of 
hepatic cirrhosis include fatty dystrophy due to dietetic 
deficiencies, allergy, various toxic processes (including 
certain industrial toxicoses), ischaemia from cardiac 
failure, malaria and other parasitic infections, and 
syphilis. 

In addition to hepatic failure, haemorrhage from oeso- 
phageal varices, and intercurrent infections, a common 
cause of death in cirrhosis is primary cancer of the liver. 
Among the suggested prophylactic measures which 
might help to reduce the incidence of hepatitis and cirrho- 
sis are control of the spread of viral hepatitis, improved 
dietetic and hygienic habits in the population, and better 
treatment of those other diseases implicated in the causa- 
tion of the hepatic condition. L. Firman-Edwards 


825. The Treatment of Hepatic Cirrhosis, (Tepanua 

S. M. Ryss and V. G. Smacin. Tepaneemuyecxuu 
A pxue [Ter. Arh.] 30, 37-46, No. 2, Feb., 1958. 


This survey of the treatment of cirrhosis of the liver is 
based on the clinical observation of 140 patients (115 
men and 25 women). The main cause of cirrhosis is - 
epidemic hepatitis (Botkin’s disease), while among the 
factors predisposing to its development may be men- 
tioned alcoholism, avitaminosis, and focal infections. 
The differentiation of portal from postnecrotic or biliary 
cirrhosis is not often possible, since one patient may 
manifest symptoms of any or all of these forms. Fatty 
infiltration is nearly always present since the liver cells 
lose the power of assimilating fat, and the formation of 
phospholipids, which are normally excreted in the bile, 
is also disturbed. 

The first step in treatment is therefore directed towards 
the removal of fatty deposits in the liver. This may be 
assisted by administration of a high-calorie diet con- 
taining not less than 1 g. of protein per kg. body weight 
(that is, from 90 to 125 g. per day). The diet should 
include milk products containing casein, which is rich in 
methionine, and in addition the administration of cho- 
line hydrochloride in a dosage of 4 to 8 g. per day is 
advised. This regimen can be effectively reinforced by 
giving vitamin B;2 (cyanocobalamin), which takes part 
in the synthesis of CH; radicals and thus conditions the 
formation of choline and methionine, and also of 
nucleic and ribonucleic acid and nucleoproteins. The 
best results were obtained with a dosage of 100 jug. of the 
vitamin. 

Since in hepatic cirrhosis there is a tendency to retain 
sodium, partly from mechanical causes and partly owing 
to an increase in the secretion of antidiuretic hormone 
by the pituitary gland and also to an increase in re- 
absorption from the renal tubules, the intake of sodium 
must be severely restricted. It should not exceed 2 g. 
a day, and in the acute stage no salt at all should be 
allowed. Mercurial diuretics or acetazolamide may be 
helpful, but hypopotassaemia must be watched for 
and prevented. Androgenic hormones too are often 
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helpful, but testosterone should be used with caution as 
it often produces toxic effects in patients with cirrhosis. 
ACTH and cortisone are sometimes of value, but their 
tendency to cause water retention must be guarded 
against. Antibiotics are of value in the absence of grave 
decompensation of liver function and of portal hyper- 
tension. The presence of the latter, first manifested by 
meteorism, intermittent diarrhoea, disturbance of 
diuresis, and enlarged spleen, is an indication for surgery. 
The best results were obtained with the more modern 
types of operation, namely, portacaval, splenorenal, or 
mesenteric anastomosis. The authors recommend a 
preliminary trial of the above complex therapeutic regi- 
men, with recourse to surgery if no immediate improve- 
ment results. L. Firman-Edwards 


826. Treatment of Ascitic Atrophic Cirrhosis of the 
Liver with High Dosages of Testosterone Propionate 

M. GrRoLami. Journal of the American Geriatrics 
Society [J. Amer. Geriat. Soc.] 6, 306-323, April, 1958. 
18 figs., 18 refs. 


In this paper from the Postgraduate School of Gastro- 
enterology of the University of Rome the author reports 
his results in the treatment of 50 unselected cases of 
hepatic cirrhosis with testosterone propionate in high 
dosage. The patients, 28 men and 22 women, ranged in 
age from 33 to 75 years. Ascites was present in all. 
The majority suffered from Laennec’s cirrhosis, which in 
2 cases was the terminal phase of Banti’s disease; there 
were a few cases of Wilson’s disease (hepatolenticular 
degeneration) and some of pigmentary cirrhosis. 

Testosterone propionate was given intramuscularly 
in a daily dosage of 100 mg. for 12 days, after which 
100 mg. was given every second day for another 12 days, 
the treatment being repeated as required. Methyl- 
testosterone was avoided because jaundice has been 
reported in association with its administration. At the 
beginning of treatment diuresis frequently diminished 
and oedema accumulated, but this could be controlled by 
mercurial diuretics provided there was no renal lesion, 
and in any case did not prevent continuation of the 
treatment, paracentesis being performed when necessary. 
There were no important side-effects. Vitamin-B com- 
plex was given in doses of 50 to 100 mg. every 2 or 3 
days, as a deficiency may be induced by testosterone, 
while all the patients received liver extract for 15 to 20 
days “* because of its antitoxic effect”. Lipotropic sub- 
stances and amino-acids were also administered, and 
other treatment given as required. It is emphasized 
that if signs of liver insufficiency appear it is important to 
intervene immediately with intravenous infusions of 
glutamic acid and nicotinic acid amide in isotonic or 
hypertonic glucose solution. 

A favourable response to treatment with testosterone 
propionate was obtained in 30 out of the 50 cases. 
These 30 patients have been followed up for one to 6 
years, with repeated courses of treatment. Their general 
health has improved, oedema, ascites, hydrothorax, and 
subicterus have disappeared, the serum protein concen- 
tration has increased, and the serum albumin: globulin 
ratio has shown a tendency to return to normal. It 
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appears to be important that testosterone therapy be 
started early, if possible before the development of 
ascites, and it is stressed that the dosage of testosterone 


must be high, small doses and intermittent therapy being . 


ineffective. Moreover, treatment should be persisted in 
even if the patient does not at first show signs of improve- 
ment, because this may occur only after several months. 

The histological findings are described in the case of a 
patient who recovered under treatment, but died later 
from carcinoma of the lung. Changes characteristic of 
cirrhosis were present in the liver, but the connective 
tissue was relaxed and rich in fibrocytes, fibroblasts, and 
cells intermediate between the two. The cells and 
ground substance were rich in fluid and it appeared that 
the fibrocytes, by accumulation of water, had assumed 
the form of fibroblasts. It is suggested that the con- 
version of a dense connective tissue into a looser, more 
permeable one accounted for the improvement in circu- 
latory flow through the liver. which had resulted in the 
disappearance of oedema, ascites, and hydrothorax. 

E. Forrai 


827. The Differential Diagnosis of Biliary Tract Ob- 
struction with Radioactive Rose Bengal 

R. A. Norpyke and W. H. BLAHp. Journal of Labora- 
tory and Clinical Medicine [J. Lab. clin. Med.] 51, 565- 
579, April, 1958. 8 figs., 18 refs. 


It is reported from the University of California Medical 
Center, Los Angeles, that after the intravenous injection 
of the dye rose bengal labelled with radioactive iodine 
(131]) surface radioactivity can be measured by serial 
counts from wide-angle scintillation detection tubes 
placed over the head (to measure blood concentration of 
the dye), the liver (as a measure of hepatic uptake), and 
the left lower abdominal quadrant (to assess accumula- 
tion of the dye within the intestine). The time at which 
the counts over the head and left lower quadrant start to 
diverge indicates the time of arrival of the dye within the 
intestine. The authors describe initial experiments set 
up to establish the validity of the method, and subsequent 
studies made on normal subjects and patients with hepatic 
or complete or partial obstructive jaundice. In all 
patients with extrahepatic biliary obstruction and in 
some with severe hepatocellular damage the time of 
arrival of the dye within the intestine was delayed or un- 
measurable. In all patients with viral hepatitis or cirrho- 
sis of the liver the rise in radioactivity measured over the 
liver and the corresponding fall in that over the head were 
less than in those with extrahepatic obstructive jaundice. 
It is hoped that the technique will prove valuable in 


assessing “* with accuracy’ the site of 


obstructing lesion. P. C. Reynell 


828. Hepatic Coma. [Review Article] 


M. I. GrossMAN. Gastroenterology [Gastroenterology] 
34, 667-674, April, 1958. 46 refs. 


829. Pathogenesis and Management of Hepatic Coma. 
[Review Article] 

S. SHERLOCK. American Journal of Medicine [Amer. J. 
Med.] 14, 805-813, May, 1958. 3 figs., bibliography. 
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$°0. Newer Laboratory Aids in the Differential Diag- 
n sis of Acute Pericarditis with Particular Emphasis upon — 


tle Value of the Fibrinogen Polymerization Test 

R. E. FREMONT, S. LosNer, and B. W. VOLK. American 
J. urnal of Cardiology [Amer. J. Cardiol.) 1, 480-487, 
Aoril, 1958. 4 figs., 20 refs. 


At the Albert Einstein College of Medicine, New York, 
ai d the Brooklyn Veterans Administration Hospital an 
at empt was made to differentiate various types of acute 


pc ‘icarditis by laboratory tests carried out on 11 patients, 


oi whom 7 had idiopathic pericarditis and 2 rheumatic 
pe ‘icarditis, while 2 presumably had tuberculous peri- 
ca ditis, although tubercle bacilli were not found. The 
te:'s included determination of serum C-reactive protein, 
th plasma fibrinogen concentration, and the serum glu- 
tai ic Oxalacetic transaminase (G.O.T.) activity and the 
fib-inogen polymerization test, the last named having 
be n shown to give a positive result in acute rheumatic 
fe. >r, rheumatoid arthritis, chorea minor, and the early 
ph. se of acute glomerulonephritis. The antistreptolysin- 
O itre and the erythrocyte sedimentation rate were also 
de‘ :rmined. 

“he fibrinogen polymerization test gave a positive 
res ilt in the 9 cases of rheumatic and idiopathic peri- 
cai Jitis and a negative result in the 2 tuberculous cases, 
anc was unaffected by salicylate or steroid therapy. It 
is suggested that this test should also prove of value in 
the differential diagnosis between pericarditis due to an 
aty \ical myocardial infarction and non-specific pericar- 
ditis, particularly in combination with the serum G.O.T. 
tes!. 

{"he number of cases investigated seems rather too 
sm: ll for any firm conclusions to be based on the 
fincings.] , C. Bruce Perry 


83!. Antibiotic Therapy of Bacterial Endocarditis. 
Vii. Vancomycin for Acute Micrococcal Endocarditis. 
Preliminary Report 

J. FE. Geract, F. R. ren D. R. NICHOLs, and W. E. 
WELLMAN. Proceedings of the Staff Meetings of the 
Mayo Clinic [Proc. Mayo Clin.] 33, 172-181, April 2, 
1958. 13 refs. 


Hitherto the results of antibiotic therapy in acute 
staphylococcal endocarditis have been unsatisfactory be- 
cause of development of resistance to the particular 
antibiotics given. At the Mayo Clinic vancomycin, to 
which resistance develops very slowly, was tried in the 
treatment of 6 patients, aged 20 to 71 years, in all of 
whom blood cultures were positive for Staphylococcus 
aureus. In 5 of the cases the drug was given by intra- 
venous injection in a dose of 0-5 g. 6-hourly for 14 to 28 
days; the sixth patient died in heart failure after 24 days’ 
treatment. The average serum level of vancomycin was 
13 4g. per ml. and a bactericidal effect was achieved with 
serum dilutions ranging from 1:4 to 1:64. Cure was 


obtained in 4 cases, the follow-up period being 3 to 20 
months. In one case the infection was controlled, as 
shown by negative blood culture and healing of the 
lesions, but the patient died in heart failure 2 weeks after 
cessation of treatment. Toxic effects of vancomycin 
included variable degrees of phlebitis, fever, and, in one 
patient with impaired renal function, a rash and auditory- 
nerve deafness. 

The authors eonntuile that vancomycin is effective in 
acute penicillin-resistant staphylococcal endocarditis, and 
that the best results are probably obtained when it is 
given alone. They suggest that the use of this antibiotic 
calls for further investigation. Gerald Sandler 


DIAGNOSTIC METHODS 


832. ~The Diagnostic Use of a Cardiac Catheter Con- 
taining a Photo-electric Cell. (Zur diagnostischen An- 
wendung eines Photozellenkatheters) 

F. BENDER and H. H. Seirert. Zeitschrift fiir Kreis- 
laufforschung {Z. Kreisl.-Forsch.| 47, 260-267, March, 
1958. 6 figs., 7 refs. 


In this paper from the Medical Clinic of the University 
of Miinster a device is described in which a microphoto- 
cell and lamp are inserted into a No. 9 Cournand cardiac 
catheter near its tip in such a way as to allow continuous 
registration of variations in the oxygen saturation of the 
blood flowing past the assembly. The lumen of the 
catheter remains open for the recording of pressures and 
the withdrawal of blood samples. The use of this cathe- 
ter in the diagnosis and location of intracardiac shunts, 
such as anomalous pulmonary venous connexions, is 
described and illustrated. Gerald R. Graham 


833. Hepatojugular Reflux ‘ 
M. B. MatrHews and J. HAmMpson. Lancet [Lancet] 1, 
873-876, April 26, 1958. 4 figs., 18 refs. 


The mechanism of the hepatojugular reflux was in- 
vestigated in healthy people, in patients with cardiac ° 
failure, and in patients with emphysema [at the Western 
General Hospital, Edinburgh]. The prime object was 
to assess the value of the test as an early sign of cardiac 
failure. 

During the test the intra-abdominal pressure rose, and 
the intrathoracic pressure either rose, remained steady, 
or fell. In most of the patients with emphysema the 
intrathoracic pressure rose. The filling pressure (the 
algebraic sum of the ntrathoracic and central venous 
pressures) rose in all the subjects, being highest in those 
with cardiac failure. The variation from the normal was 
quantitative rather than qualitative. The effect on 
central venous pressure was largely determined by the 
simultaneous change in intrathoracic pressure. Since 
this was unpredictable, it was concluded that observation 
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of the jugular venous pressure while performing the test 
of hepatojugular reflux is unreliable as an early sign of 
cardiac failure. In emphysema the intrathoracic pressure 
response was more predictable and the jugular venous 
pressure could be expected to rise, but this does not neces- 
sarily indicate cardiac failure. 

The test is of value in identifying venous pulsations in 
the neck.—[Authors’ summary. ] 


834. Inhalation Radiocardiography 

H. G. Tuope, L. A. Donato, G. H. Desus, and C. H. 
JaiMET. Annals of Internal Medicine [Ann. intern. Med.] 
48, 537-561, March, 1958. 8 figs., 13 refs. ‘ 


This paper from McMaster University, Hamilton, 
Ontario, describes the use of radioactive methyl iodide, 
simply prepared from sodium iodide labelled with radio- 
active iodine, in an inhalation technique for investigating 
the haemodynamics of the heart, particularly the left 
heart. -The dose used in each test was 20 uc. contained 
in 0-05 to 1-0 mg., about three-quarters of which was 
actually absorbed. Ether, 0-2 to 0-5 ml. per patient, 
was used as a diluent in a simple apparatus consisting 
of an anaesthetic mask, an evaporation chamber, and a 
two-way valve. Toxicity studies showed that with the 
quantity used the safety factor was greater than 100,000. 
A scintillation counter was used for the measurement of 
radioactivity, and was suitably screened with lead to 
exclude background activity from the lung without 
appreciable loss of counting efficiency over the heart. 

Extensive experimental work on animals and men, 
including patients with heart disease, suggests that this 
technique, together with injection radiocardiography, 
will provide a valuable method of assessing cardiac 
function. Because of the ease, rapidity, and safety of 
performance of these tests they may well replace cardiac 
catheterization. I. M. Rollo 


835. Observer Variation in Reports on Electrocardio- 


grams 
L. G. Davies. British Heart Journal [Brit. Heart J.} 
20, 153-161, April, 1958. 5 figs., 18 refs. 


A series of 100 electrocardiograms selected from the 
files of the Department of Cardiology at Hammersmith 
Hospital (Postgraduate Medical School of London) were 
submitted in turn to 9 physicians with “* special interest 
and experience in cardiology ”, who were given the choice 
of reporting each record as normal, abnormal, or showing 
evidence of myocardial infarction. No clinical details 
were supplied. Complete agreement between the ob- 
servers was reached in respect of only one-third of the 
tracings and majority agreement in respect of one-half, 
while there was “considerable dispute” about one 
tracing in every 5. After an interval of not less than a 
fortnight the observers were asked to report again on 
the same electrocardiograms. On this second occasion 
it was found that, on average, the observers disagreed 
with one in every 8 of their original reports. The most 
important single source of disagreement was in the inter- 
pretation of the QRS-T patterns in Leads III and aVF, 
but the significance of QR patterns in Lead aVL was 
almost equally productive of confusion. 


[The study of this article should be made compulsory 
for every cardiologist, every cardiologist-to-be, and every 
clinician who is under the fond delusion that he knows 
something about electrocardiograms. Electrocardio- 
graphy is now one of the well established causes of iatro- 
genic disease, and the salutary effect of an article such as 
this cannot be exaggerated.] 

William A. R. Thomson 


836. The Influence of Ventricular Hypertrophy upon the 
Cardiogram of Anterior Cardiac Infarction 

J. F. Goopwin. British Heart Journal [Brit. Heart J. 
20, 191-203, April, 1958. 10 figs., 22 refs. 


Writing from the Postgraduate Medical School of 
London, the author states that an electrocardiogram 
showing the rS pattern in Lead V5 “‘ should probably 
be regarded as one of the variants representing cardiac 
infarction, bearing in mind the fact that it may be 
found in the absence of infarction, and very rarely even 
in the apparently normal heart”. This conclusion is 
based upon an analysis of the electrocardiograms in 85 
cases in which evidence of myocardial infarction, with 
right ventricular. or combined ventricular hypertrophy, 
had been obtained at necropsy. Only cases with a 
predominantly negative deflection in Lead V5 were 
included, but the study was not restricted to cases with 
an rS pattern, those with Qr and qrS patterns being 
included as well. 

It is considered probable that the occurrence of the r§ 
pattern in this lead in cases of infarction depends mainly 
upon septal vectors. The findings suggest that the most 
important factors concerned with its production in 
anterior infarction are associated ventricular hyper- 
trophy (usually dominantly right-sided) and changes of 
healing in the infarct. Electrocardiographically, these 
changes may be surprisingly rapid. 

William A. R. Thomson 


837. Pulmonary Heart Disease with Emphasis on Electro- 
cardiographic Diagnosis 

R. N. ARMEN, M. KANTor, and N. J. WEISER. Circula- 
tion [Circulation] 17, 164-175, Feb., 1958. 2 figs. 
20 refs. 


At the Veterans Administration Hospital, Wilkes- 
Barre, Pennsylvania, 67 cases of chronic pulmonary 
disease with heart disease involving the right ventricle 
were studied electrocardiographically. The electrocar- 
diograms (ECGs) were divided into 6 groups as follows. 
(1) In 11 cases (16%) the ECG showed a tall, peaked P 
wave in posterior leads with marked clockwise rotation; 
of these patients, 10 had signs of congestive heart failure. 
(2) In 18 patients (27°%) the ECG showed right ventricu- 
lar hypertrophy; 16 of these patients had evidence of 
heart disease, with failure in 14 cases. (3) Of 18 cases 
(27%) in which the ECG revealed incomplete right 
bundle-branch block, there was evidence of heart disease 
in 16 and failure was present in 12. (4) Of 5 cases (7%) 
in which complete right bundle-branch block was 
revealed by ECG, signs of heart disease were present in 
3, with failure in 2. (5) Of 8 patients (129%) whose 
ECG showed changes in the T wave only in precordial 
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leads with clockwise rotation and sometimes peaked P 
waves, 6 were in congestive failure; none had evidence of 
ischaemic heart disease. (6) Lastly, there were 7 (10%) 
miscellaneous ECG records, 3 normal, one showing 
clockwise rotation, one chronic auricular fibrillation, and 
2 inversion of T in left chest leads; all these patients 
showed other evidence of heart disease and all were in 
congestive failure. (In 8 further cases of chronic chest 
‘lisease there were ECG changes without other evidence 
of heart disease and these were therefore omitted from 
‘he analysis.) 

It is concluded that in 30% of cases of pulmonary heart 
lisease the ECG alone is not diagnostic, that in 27% 
-he ECG alone is pathognomonic, and that in 42% it 
3 Suggestive of the diagnosis, which is strengthened by 
‘he presence of appropriate chronic pulmonary disease. 
“or satisfactory diagnosis a combination of clinical, 
-adiological, and ECG evidence is necessary. In 7 cases 
 f the series examined post mortem the degree of hyper- 
‘rophy of the right ventricle was found to correlate well 
~/ith the patterns of right ventricular hypertrophy and 
‘complete right bundle-branch block revealed in the 
:.CG. There was no correlation between the thickness 
cf the right ventricle and the clinical severity of pulmon- 
cry heart disease. R. S. Stevens 


CONGENITAL HEART DISEASE 


‘38. Changes in the Size and Shape of the Heart and 
Pulmonary Vessels after Closure of a Patent Ductus 
«arteriosus. (Gréssen- und Formanderungen des Herzens 
und der Lungengefasse nach Unterbindung eines offenen 
Ductus arteriosus Botalli) 

tf. Krauss, K. MussHorr, P. FriscH, H. REINDELL, and 
H. Kepzic. Deutsche medizinische Wochenschrift 
| Dtsch. med. Wschr.]| 83, 530-535, April 4, 1958. 6 figs., 
i2 refs. 


In 9 patients with patent ductus arteriosus but without 
pulmonary hypertension (Group 1) and 4 similar patients 
with pulmonary hypertension (Group 2) the following 
investigations were carried out at the University Surgical 
Clinic, Freiburg, before and at intervals after operation: 
radiological determination of heart size, detailed radio- 
logical examination of the pulmonary vascular tree 
by tomography in the hilar and left atrial planes, 
kymography, clinical examination, the recording of 
electrocardiogram and phonocardiogram, and cardiac 
catheterization. Except in the case of kymography, all 
radiological examinations were carried out with the 
patient in the supine and erect positions; however, since 
the orthostatic element was found to be considerable and 
unpredictable, only the results obtained in the supine 
position were used for comparison. The period of 
observation varied up to 59 months. 

In 6 of the 9 patients in Group 1 the heart pre- 
operatively was increased in size, and there was evidence 
of some left ventricular enlargement in all 9 patients; 
pulmonary capillary and right ventricular diastolic pres- 
sures, however, were normal. In Group 2 preoperative 
cardiac enlargement was more pronounced, the right as 
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well as the left ventricle being enlarged in all and the right 
atrium in 2 patients. After operation the cardiac 
volume in all patients decreased initially during the first 
one to 29 months (average 9 months), but subsequently 
increased without attaining the preoperative dimensions. 
The enlargement of the left ventricle in both groups and 
of the right ventricle in Group 2 before operation is 
attributed to an increase in residual blood volume, and is 
considered to be analogous to the condition observed 
in athletes. The initial reduction in cardiac volume 
after operation is probably a result not only of elimina- 
tion of the shunt, but also of the enforced rest. The 
subsequently increased size of the heart was still within 
normal limits in Group 1, but exceeded normal in Group 
2. This pathological enlargement is regarded as being 
due to myocardial damage, even although there may be 
no clinical or cardiographic evidence of such damage. 
This observation provides another reason why operation 
in these cases should be performed early. A. Schott 


839. Coexistence of Patent Ductus Arteriosus and Con- 
genital Aortic Valvular Disease 

H. Mark, B. Jacosson, and D. YounG. Circulation 
[Cisculation] 17, 359-365, March, 1958. 2 figs., i4 refs. 


The authors report from the Montefiore Hospital, 
New York, the finding of coexistent congenital aortic or 
subaortic stenosis in 7 out of 50 consecutive patients 
operated on for patent ductus arteriosus. 

An aortic or subaortic lesion was suspected when a 
separate and distinct systolic murmur of aortic character 
was heard, and in 4 of their patients there was also an 
early blowing aortic diastolic murmur which was separate 
from that of the patent ductus. Pulse tracings showed 
a delayed peak compared with that in controls, and all 
patients with the additional aortic or subaortic lesion 
had disproportionate left ventricular enlargement, to- 
gether with a small shunt, as compared with those having 
a patent ductus arteriosus alone. Of these 7 patients, 3 _ 
had suffered from subacute bacterial endocarditis, and 
there was evidence of other, non-cardiac, congenital 
defects in a further 3. Closure of the patent ductus has 
been successful in 2 of the 4 survivors, but the other 2 
still have left ventricular enlargement. / 

J. Warwick Buckler 


840. phic Findings Associated with 
Congenital Heart Disease. Preliminary Report 

E. E. Suev and S. J. Ropinson. Electroencephalography 
and Clinical Neurophysiology [Electroenceph. clin. Neuro- 
physiol.| 10, 253-258, May, 1958. 3 figs., 6 refs. 


The authors, working at Mount Zion Hospital, San 
Francisco, have studied the electroencephalographic 
(EEG) changes in 28 patients aged from 4 days to 18 
years with congenital heart disease. Cyanosis was 
present in 15 cases, but absent in the remaining 13; 7 of 
the children had epilepsy and one was a mongol. The 
abnormalities discovered in the EEGs included focal 
slow activity and spikes (which could usually be attributed 
to the epilepsy rather than to the heart disease). In 
many cases, however, there was excessively slow activity 
for the patient’s age; in some cases this was rhythmical 
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and paroxysmal and was most marked in records from 
the posterior temporal, parietal, and occipital regions. 
Abnormalities of this type were found in 88% of the 
patients with cyanotic heart disease, but in only 36% of 
the non-cyanotic. 

It is concluded that the EEG is abnormal in a signifi- 
cant proportion of patients with congenital heart disease. 
In general the abnormalities are much more frequent 
and severe in cyanotic cases, and this can presumably 
be attributed to cerebral hypoxia. The authors suggest 
that the EEG may prove to be a useful tool in assessing 
the severity of cerebral oxygen lack in such cases. 

John N. Walton 


CHRONIC VALVULAR DISEASE 


841. Brucellosis and Heart Disease. IV. Etiology of 
Calcific Aortic Stenosis 

T. M. Peery. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 166, 1123-1127, March 8, 1958. 
4 figs., 11 refs. 


In this paper from the George Washington University 
School of Medicine, Washington, D.C., the author sug- 
gests that calcific aortic valve disease may often be the 
end-result of endocarditis due to Brucella abortus. A 
review of the literature revealed that in 33 out of 42 
proved and fatal cases of brucellosis for which adequate 
necropsy findings were available endocarditis was pre- 
sent, the aortic valve being involved in 27. An attempt 
was made to confirm this theory by examining blood 
specimens from 24 patients with aortic stenosis for the 
presence of Brucella agglutinins and by testing for skin 
sensitivity to brucellergen. A _ positive agglutination 
titre of 1 in 40 or higher was found in 3 of the patients; 
otherwise there was no striking difference between the 
findings and those in controls without evidence of valvular 
heart disease but matched for age and sex. It is suggested 
that the sex incidence of aortic stenosis (which is far 
commoner in males than in females) corresponds with 
the known sex incidence of brucellosis rather than the 
sex incidence of rheumatic fever. For these reasons 
brucellosis is considered to be an important cause of 
calcific aortic stenosis. 

[The evidence is not very convincing.] 

C. Bruce Perry 


842. The Use of Amyl Nitrite in Differentiating Mitral 
and Aortic Systolic Murmurs 

J. BARLOW and J. SHILLINGFORD. British Heart Journal 
[Brit. Heart J.| 20, 162-166, April, 1958. 4 figs., 5 refs. 


The authors, writing from the Postgraduate Medical 
School of London, point out that the clinical differentia- 
tion of apical systolic murmurs arising at the mitral and 
aortic valves may be difficult, especially when an aortic 
murmur is audible only, or is loudest, at the apex. 
They report, however, that the inhalation of amyl 
nitrite has a different effect on the two murmurs and that 
this provides a means of distinguishing between them. 
In order to demonstrate the effectiveness of this test they 
studied 30 patients, 10 of whom had clinical signs of 
mitral regurgitation, 10 of aortic stenosis, and 10 of 
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mixed mitral regurgitation and aortic stenosis. An 
apical phonocardiogram at medium frequency and a 
simultaneous electrocardiogram were recorded in each 
case before the inhalation of amyl nitrite and every 10. 
to 15 seconds afterwards for at least 2 minutes. 

During the first 15 to 20 seconds after the inhalation in 
all 10 cases of pure mitral regurgitation the murmur 
diminished in intensity and duration to a varying extent 
and thereafter returned to its former state. The ejection 
systolic murmur of aortic origin remained unchanged or 
increased slightly during the same period in all cases, 
but then increased to a maximum at 25 to 40 seconds, 
returning to its original state 60 to 70 seconds after the 
inhalation. In 7 of the cases of combined aortic and 
mitral valvular disease the regurgitant component faded 
during the first 15 to 20 seconds and the ejection compo- 
nent increased 25 to 40 seconds after the inhalation. 

Using auscultation only, the authors have found the 
test useful in differentiating between apical systolic mur- 
murs of different origins, but the effect of the drug is 
difficult to interpret in certain conditions, such as auricu- 
lar fibrillation, when the systolic murmur normally 
varies in intensity and duration. Some difficulty might 
also be anticipated in appreciating by auscultation the 
changes shown in the phonocardiogram in cases of com- 
bined aortic and mitral disease. However, the apical 
phonocardiogram shows only changes in the intensity 
and duration of the systolic murmur, whereas changes in 
pitch and quality also can be recognized on auscultation. 
Moreover, although in these cases auscultation at the 
apex itself, where the systolic murmur is usually loudest, 
may be misleading if the ejection component predomin- 
ates to such an extent that the fading of the regurgitant 
component is masked, by auscultation towards the 
axilla, where the regurgitant component predominates, 
the fading in the first 15 to 20 seconds, before the onset 
of the increase in the ejection component, is more readily 
appreciated. R. Wyburn-Mason 


843. Hemodynamic Findings at Thoracotomy for Mitral 
Valve Disease 

M. Zoos, R. E. ROCKNEY, and W. P. CLELAND. Ameri- 
can Heart Journal [Amer. Heart J.] 55, 328-342, March, 
1958. 9 figs., 13 refs. 


In this paper from the Postgraduate Medical School 
of London the authors describe haemodynamic measure- 
ments obtained during valvotomy for mitral stenosis. 
After the pericardium was opened the left atrium, left 
ventricle, and pulmonary artery were punctured and the 
pressures recorded. This procedure was repeated 10 
minutes after valvotomy. It was found that the pressures 
were lower and heart rate slower than the corresponding 
values obtained at cardiac catheterization. The authors 
point out that thoracotomy may possibly lower the 
cardiac output by abolishing the negative intrathoracic 
pressure. 

In cases of pure mitral stenosis the average left atrial 
pressure and the gradient between the atrium and ven- 
tricle were highest when narrowing of the mitral orifice 
was severe—that is, less than 1 cm. When mitral in- 
competence was present no such relationship was found. 
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Similarly, in pure mitral stenosis the pulmonary arterial 
pressure was highest in patients with the smallest valve. 
A tall “ v ” wave in the left atrial pulse recording did not 
yecessarily denote mitral incompetence, but an observed 
increase in height after valvotomy usually indicated that 
-ome incompetence of the valve had been produced. 
“he pressure changes after operation correlated well 


vith the surgeon’s estimation of the size of the split 


cbtained. From the fact that a lowering of the left 
ctrial pressure (especially when it was not very high 
tefore operation) did not result in a proportionate lower- 
ivg of pulmonary arterial pressure it is concluded that 
tvere is no immediate reduction in pulmonary vascular 
r sistance following valvotomy. G. S. Crockett 


&:4. Simple Method for Estimating Mitral Regurgita- 
tion by Dye Dilution Curves 

J SHILLINGFORD. British Heart Journal (Brit. Heart J.] 
2}, 229-232, April, 1958. 4 figs., 7 refs. 


From the Postgraduate Medical School of London the 
a thor describes a simple empirical method of estimating 
tl e degree of regurgitation through the mitral valve with- 
o.it involved mathematical calculation. In a previous 
p per (Korner and Shillingford, Clin. Sci., 1956, 15, 
47; Abstr. Wid Med., 1957, 21, 103) it was reported 
that for a given cardiac output and volume the spread of 
the indicator particles in the dilution curve obtained after 
ir.ection of a dye into the circulation is fixed within 
n. rrow limits, that it increases with the time taken for the 
ay pearance of the dye in the peripheral blood, and that 
the ratio of spread to appearance time remains fairly 
ccnstant. Valvular incompetence increases the spread 
o! particles quite apart from its effect on cardiac output, 
th> volume through which the indicator passes, and the 
appearance time, and this increase gives an indication of 
the regurgitant flow through the valve. 

During routine cardiac catheterization the author 
studied 56 patients, 35 of whom had mitral valvular 
disease with varying amounts of regurgitation, 10 to 20 
mez. of azovan blue in 1 or 2 ml. of normal saline being 
rapidly injected through the catheter into the pulmonary 
artery (for measurement of the total regurgitant flow 
through the mitral and aortic valves) or right atrium 
(for measurement of the total backflow through all the 
cardiac valves). The passage of dye through the ear was 
recorded by means of a photo-electric cell. The dye 
concentration in the peripheral blood was plotted against 
the time in seconds on semi-logarithmic paper in the 
normal way used for calculating cardiac output, and 
the spread of the dye particles measured arbitrarily as the 
width of the curve in seconds at a height of one-tenth 
the maximum concentration. A clinical assessment of 
the amount of regurgitant flow, based on auscultation of 
the mitral sounds and systolic murmur, left ventricular 
size, the pulmonary capillary pressure, and the findings 
at operation and necropsy, was made and the patients 
divided into those judged to have no regurgitation and 
those with slight, moderate, and great regurgitation. 

In patients without valvular disease the spread: 
appearance-time ratio varied between 1-5 and 2-9 when 
the cardiac output varied from 4 to 12 litres a minute and 
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the “ cardio-pulmonary ” volume from 1-1 to 4-1 litres. 
In 14 out of 15 patients with mitral valvular disease but 
with no clinical signs of regurgitation the ratio was 
within the same limits; in the remaining case the value 
was 3-2. With increasing degrees of regurgitation the 
ratio became larger, and in severe cases reached as high 
as 16-0. 

The author suggests that this change in the ratio “ is of 
such a magnitude as to be useful in practice, in gaining 
additional information on the amount of regurgitation 
flow in the assessment of patients with mitral regurgita- 
tion. If the ratio is 3-0 or under significant regurgitant 
flow is probably not present, while over 4-0 the regurgitant 
flow is moderate or greater’. He emphasizes that it is 
improbable that slight amounts of regurgitation could 
be detected by means of dye dilution curves.: - 


R. Wyburn-Mason 


845. Bronchoscopic Method for Measuring Left Atrial 
Pressure: an Aid to Diagnosis in Mitral Disease 
A. J. GUNNING and R. J. LinDEN. Circulation [Circula- 
tion] 17, 354-358, March, 1958. 3 figs., 9 refs. 


Allison and Linden earlier described (Lancet, 1955, 1, 
9; Abstr. Wid Med., 1955, 18, 33) a technique for obtain- 
ing accurate recordings of left atrial pressure by direct 
puncture of the left atrium through the bronchoscope, 
and suggested that such measurements would be of value 
in differentiating mitral stenosis from mitral regurgitation. 

The present authors, working at the Radcliffe Infirm- 
ary, Oxford, have tested the validity of this suggestion 
in 125 patients coming to operation, these being divided 
into groups according to (1) the diagnosis made from the 
clinical and radiological findings, (2) that made at opera- 
tion, and (3) that made solely from examination of the 
left atrial pressure record. The diagnosis predicted from 
the left atrial pressure records alone differed in only 2 
cases from the definitive findings at operation, whereas 
the diagnosis based on the clinical and radiological 
findings alone was wrong in 13 cases. The authors 
therefore confirm that this technique, if applied correctly, 
is of value (1) in differentiating between mitral stenosis 
and mitral regurgitation, and (2) is of help in assessing 
the severity of mitral stenosis and the need for operation. 

J. Warwick-Buckler 


846. Mitral Stenosis—New Concept of Correction by 
Rehinging of the Septal Leaflet. Neo-strophingic Mobil- 
ization 

C. P. Battey, T. Hirose, and D. P. Morse. American 
Journal of Cardiology [Amer. J. Cardiol.] 1, 81-102, 
Jan., 1958. 24 figs., 38 refs. 


Full mobilization of the stenosed mitral valve cannot 
always be achieved by the splitting type of operation 
which goes under the name of commissurotomy or valvo- 
tomy. The authors consider that in many cases opera- 
tions of this type are incomplete, particularly when fibro- 
sis or calcification prevent the full freeing of the postero- 
medial commissure. They have therefore developed a 
new technique for the correction of mitral stenosis 
whereby the septal leaflet is completely mobilized “* so 
that it is enabled to move freely as on a new hinge”’, 
and the opening in the valve is made much bigger. The 
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term “‘ neo-strophingic mobilization of the septal leaflet ” 
is suggested for the operation they describe. It is an 
essential part of the mobilization to ensure that any sub- 
valvular stenosis is freed and that an adequate blood 
channel is obtained. The authors also mobilize the 
septal leaflet around the edges of the valve ring or annulus 
and are prepared to split the papillary muscles to ensure 
that the hinged leaflet can move freely. They feel that 
the right-sided approach which they have advocated in 
recent years is more satisfactory than the left-sided. 

The new operation has been performed at the Hahne- 
mann Hospital and the Bailey Thoracic Clinic, Phila- 
delphia, in more than 200 cases, with restoration of 80 
to 100°%% of valve function in 69%. The creation or 
increase of regurgitation has not been common (8%) 
and the operative mortality has been 4:8°% compared 
with 8-6°% in 150 cases treated by mitral commissuro- 
tomy from the right side. The authors conclude that 
‘* the manifest superiority of neo-strophingic mobilization 
of the septal leaflet... over the older type of surgery 
has been demonstrated” and that “this procedure 
inevitably must supersede and replace the former 
operation ”’. 

[The original paper should be consulted for the detailed 
description of the technique and the analysis of the 
results. ] T. Holmes Sellors 


DISTURBANCES OF RHYTHM AND 
CONDUCTION 


847. Stokes-Adams Attacks Treated with Corticotro- 


J. W. Litcurirep, K. A. MANLeEy, and A. POLAK. 
Lancet [Lancet] 1, 935-937, May 3, 1958. 1 fig., 9 refs. 


The authors report, from St. Mary’s Hospital, London, 
3 cases of Stokes—Adams attacks in which conventional 
treatment was ineffective but ACTH (corticotrophin) 
brought about sustained improvement. The first patient, 
a man aged 35, had suffered from attacks for over a year 
before admission to hospital. Ephedrine up to 4 grain 
(30 mg.) four-hourly and subcutaneous adrenaline hardly 
affected the condition. There was complete heart block 
during attacks and partial block between them. Shortly 
after two typical attacks, treatment with corticotrophin 
gel in a dose of 40 units twice a day was begun. and there 
was no further attack. After 2 months the patient was 
discharged free of symptoms on a maintenance dose of 
15 units of corticotrophin twice daily. Later, after 
development of partial right bundle-branch block, corti- 
sone (100 mg. daily) was given for one year without effect 
on the block. There has been no recurrence of the 
Stokes—Adams attacks. This patient had no history of 
rheumatic fever. 

The second patient, a man aged 45, had rheumatic 
fever in 1931 and his first Stokes-Adams attack was in 
1936; however, there were no further attacks until 
January, 1956, when they returned with increasing fre- 
quency, up to 40 a day. The heart was large, but there 
was no heart failure. During attacks the ventricular 


complexes on the electrocardiogram disappeared abrupt- 
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ly and the attack ended with the establishment of idio- 
ventricular rhythm in complete heart block. Adrena- 
line, ephedrine, methantheline, and atropine were without 


effect. Corticotrophin therapy in a dosage of 30 units 


six-hourly terminated the attacks, which, however, 
recurred when the dose was lowered; prednisone (60 
mg. daily) or cortisone (200 mg. daily) did not control 
the attacks. Owing to the development of heart failure 
corticotrophin was discontinued, upon which heart 
block without attacks developed and the patient died 
suddenly. At necropsy inflammation was seen around 
the bundle of His. The third patient, a woman aged 35, 
was admitted to hospital after at least 10 attacks in 6 
weeks. There was right bundle-branch block and some 
dropped ventricular complexes. In hospital typical 
Stokes—Adams attacks became frequent, but after the 
administration of corticotrophin gel (30 units twice 
daily) and a low-sodium, high-potassium diet she im- 
proved rapidly. Corticotrophin was discontinued after 
18 days; the bundle-branch block disappeared, and 
although it later reappeared for a short period there was 
no recurrence of symptoms during the subsequent 10 
months. 

Although spontaneous remission does take place in 
this syndrome, it appears that corticotrophin is very 
effective in treatment. The mode of action of the drug 
would seem to be on the metabolism of heart muscle 
rather than by suppression of inflammation. 

W. H. Horner Andrews 


848. Intravenous Drug - Therapy of Stokes—Adams 
Disease: Effects of Sympathomimetic Amines on Ventricu- 
lar Rhythmicity and Atrioventricular Conduction 

P. M. Zou, A. J. LINENTHAL, W. Gipson, M. H. PAUL, 
and L. R. NorMAN. Circulation [Circulation] 17, 325- 
339, March, 1958. 11 figs., 20 refs. ' 


During the treatment of 94 patients with Stokes- 
Adams disease at the Beth Israel Hospital, Boston, the 
authors had the opportunity to observe the effects of 
intravenous administration of adrenaline, isoprenaline, 
** levarterenol”’’ (noradrenaline), phenylephrine, and 
sodium lactate to 21 of the patients during ventricular 
asystole after withdrawal of external electrical stimulation. 
The various drugs were tried on 83 occasions and the 
effects on the arousal of ventricular rhythmicity and of 
atrio-ventricular (A—V) conduction were studied. 

It was found that dilute solutions of adrenaline or 
isoprenaline given by intravenous infusion in only one- 
fifth to one-tenth of the subcutaneous dose were equally 
effective and safe in initiating, accelerating, and main- 
taining intrinsic ventricular activity. Minor cardiac 
toxic effects, evidenced by premature ventricular beats or 
ventricular acceleration over 50 beats per minute, 
occurred equally with both drugs, and both drugs 
occasionally produced transient increases in A—V con- 
duction. Noradrenaline acted mainly as a vasopressor 
and was not found capable of arousing ventricular 
activity, although it did accelerate a ventricular pace- 
maker already present and excited multifocal ventricular 
beats; it also produced transient increases in A—V con- 
duction. The action of phenylephrine was purely 
pressor. Observations in a few cases suggested that 
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molar sodium lactate solution is less efficacious than 
adrenaline or isoprenaline in arousing or accelerating 
ventricular rhythm and that the difference between its 
therapeutic and its toxic dose is small. 


J. Warwick Buckler 


849. The Value of Quinidine in the Prevention of Car- 
di:c Arrhythmias after Pulmonary Resection 
R. L. Hurt and M. Bates. Thorax [Thorax] 13, 39-41, 
M-rch, 1958. 2 refs. 


The value of quinidine in the prevention of cardiac 
ar: nythmias (premature systole, atrial flutter, and atrial 
fit-illation) after pulmonary resection was investigated 
in 300 patients (average age 55 years) at St. Bartholo- 
mew’s and the North Middlesex Hospitals, London. 
Th» patients were divided into 3 groups of 100 patients 
ea 1, and treated as follows: (1) every patient received 
5 cv. (0-32 g.) of quinidine 6-hourly for one day before 
an: for 5 days after the operation; (2) alternate patients 
reccived one 5-gr. dose before operation and 5 gr. 
6-l.ourly for the first 5 days and 8-hourly for the next 
5 cays after operation; (3) all the patients received the 
sar. ¢ course as those in Group 2. 

!n all 3 groups atrial fibrillation was more common 
wit 1 intrapericardial than extrapericardial pneumonec- 
tory. In Group 1 a large number of patients devel- 
oped fibrillation shortly after quinidine administration 
ceased, and it was decided that the course was too short. 
In Group 2 the incidence of auricular fibrillation was 
approximately four times higher in the controls than in 
pat ents receiving quinidine after both extrapericardial 
anc intrapericardial resection. No quinidine toxicity 
was encountered in any of the groups. When auricular 
fibi:llation occurred during quinidine administration 
digi:alization followed by cessation of quinidine was 
found most satisfactory for controlling ventricular rate. 

Ir is concluded that quinidine is useful in preventing 
posi-pneumonectomy cardiac arrhythmia in patients over 
45 .ears of age. Gerald Sandler 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


850. Vascular Channels Established by Implantation of 
a Systemic Artery into the Myocardium 

§. BELLMAN and H. A. FRANK. Annals of Surgery [Ann. 
Surg.] 147, 425-442, April, 1958. 17 figs., 11 refs. 


In this paper from the Beth Israel Hospital and Har- 
vard Medical School, Boston, an investigation is reported 
of the factors which may influence the development and 
persistence of new vascular channels following implanta- 
tion of a systemic artery into the myocardium. In 21 
dogs the internal mammary artery was implanted in the 
anterior wall of the left ventricle; 24 to 9 months later 
the dogs were killed and the anastomotic channels which 
had developed were studied by microangiography after 
acontrast medium had been injected into the implanted 
artery. 

It was evident that, provided the artery was adequately 
protected by mediastinal pleura and fat, numerous com- 
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munications with the coronary system would develop, 
and only 2 out of 15 such implants became obliterated 
or failed to develop any communications. The implants 
consistently showed fibrous thickening of the intima, foci 
of degeneration, and deposition of fatty material near the 
internal elastic membrane—changes closely resembling 
those of early arteriosclerosis. These changes were 


- possibly due to nutritional changes in the arterial wall. 
_ Almost all the branches developed in the distal third of 


the implant. The creation of. side holes in the artery or 
the flush amputation of the intercostal branches had no 
effect on the development of new channels, nor did the 
creation of localized myocardial ischaemia by ligation 
of the anterior descending coronary artery, which was 
performed in half the experiments. It was considered 
that the new channels probably developed from the vasa 
vasorum. In most of the animals the contrast medium 
injected into the internal mammary artery readily entered 
the coronary system, although it was not always possible 
to demonstrate the actual route of communication. 

The major limitations of this method of increasing the 
blood supply to the myocardium would appear to be the 
relative sparseness of the new channels and the consistent 
appearance of degenerative changes in the implanted 
artery. © R. L. Hurt 


851. Dietary Restriction and Coagulability of the Blood 
in Ischaemic Heart-disease 

L. McDonaLp and M. Epcit. Lancet [Lancet] 1, 
996-998, May 10, 1958. 7 refs. 


In view of their previous finding (Lancet, 1957, 2, 
457; Abstr. Wild Med., 1958, 23, 108) of increased 
coagulability of the blood in patients with ischaemic 
heart disease the authors have now investigated, at the 
National Heart Hospital, London, the coagulability of 
the blood in 34 patients with this cardiac condition, of 
whom 17 were put on a low-fat diet (the Kempner rice— 
fruit diet) and the other 17 continued to take their usual 
diet; the patients in both groups were carefully selected. 
The investigations included determination of the platelet 
count, thromboplastin generation, prothrombin time, 
fibrinogen content, total serum cholesterol level, and 
urinary sodium excretion, this last to confirm that the 
diet had been strictly adhered to. Estimations were 
made at the beginning of the test, after 4 to 5 weeks of 
the diet, and 6 to 7 weeks after stopping the diet, the 
estimations in the controls being made at the same 
intervals. 

The results were analysed statistically for three methods 
of comparison: (1) an over-all comparison of matched 
individuals (6 from each group); (2) on the mean results 
of the thromboplastin generation test (12 from each); 
(3) comparison of the 6 patients in the dieted group 
having the lowest urinary sodium excretion with the 
whole of the control group. A statistically significant 
decrease in “ platelet stickiness” and in the serum 
cholesterol level were demonstrated in the dieted patients. 
No significant differences appeared in the results of the 
other tests, but it is pointed out that the period of dieting 
was short. The diet was of course also low in protein, 


so the lowered serum cholesterol level may have been 
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related to this as well as to the content of fat. The reduc- 
tion in platelet stickiness persisted for 6 or 7 weeks after 
the dietary period; it is suggested that either the effects 
of the diet persisted, or the subjects may have voluntarily 
continued to follow the restricted diet. The significance 
of a low total platelet count in those who strictly adhered 
to the diet could not be explained. Although many of 
the patients claimed subjective improvement, there was no 
objective evidence that the symptoms were lessened or the 
course of the disease altered. J. N. Agate 


852. The Atrial Coronary Arteries in Man 
T. N. James and G. E. Burcu. Circulation [Circulation] 
17, 90-98, Jan., 1958. 11 figs., 21 refs. 


An anatomical study of the atrial circulation has been 
made at Tulane University, New Orleans, in 43 fresh 
human hearts removed at necropsy. None of the sub- 
jects had died of heart disease. The vessels were injected 
with a non-corroding substance—vinylite resin dissolved 
in acetone—and the tissues then corroded with concen- 
trated hydrochloric acid. 

In 39 cases the largest atrial artery demonstrated sup- 
plied the region near the sino-atrial node; in 24 cases it 
arose from the right coronary artery, in 15 from the left. 
This atrial artery ran first to the anterior interatrial sep- 
tum and terminated by encircling the orifice of the 
superior vena cava. In 42 hearts a specific artery sup- 
plied the region of the atrio-ventricular node. This 
artery most commonly arose from the right coronary 
artery at the posterior junction of the interatrial and 
interventricular septa. Both of these specific arteries 
anastomosed with other atrial arteries. 

Whether or not heart block or fibrillation occurs after 
coronary occlusion is considered to depend largely on 
the relation of the site of occlusion to the point of origin 
of these specific arteries and on the effectiveness of the 
collateral circulation. A detailed knowledge of the 
course of these arteries is important to the surgeon per- 
forming repair of atrial septal defects, as damage to them 
may affect heart rate and rhythm. D. Goldman 


HEART FAILURE 


853. A Study of the Effectiveness of Mercurial Diuretics 
in Treatment of Cardiac Decompensation 

R. A. MacHarrigz, F. L. HUMOLLER, and J. R. WALSH. 
American Journal of Cardiology {Amer. J. Cardiol.] 1, 
505-510, April, 1958. 19 refs. 


This study was undertaken at the Veterans Administra- 
tion Hospital, Omaha, Nebraska, in order to determine 
the relative efficacy of four types of mercurial diuretic in 
the treatment of congestive cardiac failure. The 62 
patients studied were receiving treatment for cardiac 
failure consisting in bed rest, digitalis, a low-sodium 
diet (either 200 or 600 mg. daily), and 1 g. of ammonium 
chloride 4 times a day. After a test dose of 0-5 ml. the 
various mercurial diuretics were administered intra- 
muscularly or subcutaneously in a dosage of 1 ml. at 
night and 1 ml. the following morning. If a “‘ smooth ” 
diuresis did not follow, the dose was raised by incre- 
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ments of 1 to 2 ml. daily or every 2 or 3 days as required. 
Serum electrolyte levels were determined before and 
during treatment. The mercurial diuretics used were 
meralluride mercuhydrin”’), mercaptomerin (“ thio- 
merin”’), mercumatilin (“‘ cumertilin”’), and mere- 
thoxylline (“* dicurin ’’). 

There was no significant difference in weight lost or in 
the numbers of days required to return to “‘ dry weight ” 
as between the four drugs, nor was any significant differ- 
ence noted in the serum sodium levels, except in the case 
of mercuhydrin, which produced a slight decrease, resuit- 
ing in hyponatraemia, in 2 cases of advanced heart 
failure. Exfoliative dermatitis was noted in 2 cases 
following treatment with mercaptomerin. The optimum 
dose of all four drugs was usually 1 ml., containing 38 to 
40 mg. of organic mercury, but in occasional cases 2 ml. 
was required. In rare cases it was necessary to increase 


the dose of ammonium chloride to 6 to 8 g. for 3 or 4 
days in order to add the diuretic effect of the acid salts 
C. Bruce Perry 


to that of the mercurial diuretic. 


854. Digitalis and Intractable Heart Failure 
E. FLETCHER and C. F. BRENNAN. British Heart Journal 
[Brit. Heart J.| 20, 204-214, April, 1958. 6 figs., 19 refs. 


The judicious use of digitalis still remains the most 
important therapeutic measure in the management of 
congestive heart failure in all its stages, but determination 
of the optimum dosage and avoidance of toxic effects are 
occasionally difficult. In this paper from the City Hos- 
pital, Belfast, the authors discuss the problem of digital- 
ization in patients admitted to hospital with intractable 
heart failure, often of long standing and with varying 
response to previous digitalis and diuretic treatment. 

Clinically, it may be difficult to differentiate the nausea 
and vomiting due to congestion of the abdominal viscera 
from that produced centrally by overdosage of digitalis. 
Tachycardia does not exclude the existence of serious 
digitalis intoxication, and it may be impossible to decide, 
even with the help of the electrocardiograph, if ectopic 
beats are toxic in origin or due to organic heart disease. 
The authors used the intravenous acetyl strophanthidin 
test of Lown and Levine (Current Concepts in Digitalis 
Therapy, London, 1955) to help to elucidate these prob- 
lems. This substance, which is a synthetic ester of 
strophanthidin and acts like digitalis, when given intra- 
venously has a very rapid action which begins in 5 
minutes, reaches 85°% of its full effect in 10 minutes, and is 
nearly over in 4 hours. A solution of 0-5 mg. in 10 mi. 
of 5°%% glucose in water was used, 2 ml. being injected 
usually every 5 minutes into an arm vein. A direct- 
writing electrocardiogram was recorded during the ad- 
ministration of the drug, which was stopped immediately 
a therapeutic or toxic effect was observed on the electro- 


-cardiogram or if nausea occurred. 


The authors briefly describe 9 cases of congestive heart 
failure to illustrate the usefulness of the test as a guide 
to management. (1) If the injection slowed the heart 
rate or abolished ectopic beats and did not cause nausea 
and vomiting these last were not due to digitalis intoxica- 
tion and digitalis could be given intravenously and later, 
when the nausea due to heart failure had disappeared, 
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by mouth. (2) If the test injection caused nausea and 
vomiting or extrasystoles and did not slow the heart rate 
further treatment with digitalis was contraindicated, and 
potassium salts were then administered to counteract 
over-digitalization. (3) If the injection caused no nausea 
or vomiting and slowed the heart, but produced ventricu- 
‘ar extrasystoles, then this was taken to indicate the 
xecessity for further digitalis therapy and also the 
- dministration of potassium chloride to suppress ectopic 
-hythms. It is pointed out that the dosage of acetyl stro- 
»hanthidin required to produce a result in the test varied 
videly (from 0-4 to 2-2 mg.), indicating the difficulty of 
.3sessing adequate digitalis dosage on clinical observa- 
“ons only. Moreover, the amount of acetyl strophan- 
\nidin required to produce a therapeutic effect may be a 
: uide to the ultimate digitalis dosage necessary to control 
tie pulse rate. The authors conclude that this method 
«fords objective evidence on which to base. digitalis 
t eatment of heart failure, and discuss the contraindica- 
{ ons to the test. R. Wyburn-Mason 


BLOOD VESSELS 


835. Aortic Thrombosis 
fF. STARER and D. Sutton. British Medical Journal 


[Srit. med. J.) 1, 1255-1263, May 31, 1958. 10 figs., 
5) refs. 


The authors review the literature of aortic thrombosis 
and present their findings in a series of 32 radiologically 
confirmed cases seen in’ the past 4 years at St. Mary’s 
Hospital, London. There were 24 male and 8 female 
pitients and their ages ranged from 37 to 78 years, with 
a mean of 51-3 years. In most cases thrombosis of the 
aorta was superimposed on atheroma, the occlusion 
usually beginning in the common iliac arteries and spread- 
ing proximally. Six patients, of whom 4 were women, 
had mitral stenosis, atrial fibrillation, and multiple 
einboli, and in these patients it was believed that lodg- 
ment of emboli distally was followed by retrograde clot- 
ting in the aorta. In 5 patients the renal artery was 
involved in the thrombotic process; 3 of these patients 
had high blood pressure, but it was not clear whether 
this was caused by narrowing of the renal artery. In 
general, hypertension was not found to be particularly 
associated with aortic occlusion. 

Intermittent claudication was the outstanding symp- 
tom, being present in almost all cases. Half the patients 
also complained of loss of power in the legs and muscle 
wasting. Other symptoms noted were backache, cold- 
ness of the feet, and impotence. Ulceration and gan- 
grene were seen in only 5 patients and were not of serious 
extent. The important physical signs were absence of 
pulsation in femoral, popliteal, posterior tibial, and dor- 
salis pedis arteries, wasting of lower limbs and buttocks, 
and the presence of collateral vessels in the groins. At 
the time of diagnosis symptoms had lasted for more than 
2 years in one-half of the cases and for more than 7 
years in one-eighth. - 

Aortography proved a very satisfactory diagnostic 
procedure and was virtually free from complications in 
T 
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the authors’ hands. It is concluded that aortic throm- 
bosis is neither so rare nor, in most cases, so dangerous 
to life as was previously thought. Bernard Isaacs 


856. A New Classification for Coarctations of the Aorta 
W. M. Lemmon and C. P. BAtLey. Journal of Thoracic 
Surgery [J. thorac. Surg.] 35, 291-297, March, 1958. 
5 figs., 7 refs. 


Writing from the Hahnemann Medical College and 
Hospital and the Bailey Thoracic Clinic, Philadelphia, 
the authors reject the classification of coarctation of the 
aorta into adult and infantile” types, and propose 
the distinction of 5 types as follows. 

Type I. With closed ductus. This accounts for 
the great majority of cases encountered clinically. 

Type II. With patent ductus (A) proximal, and 
(B) distal to the coarctation. 

Type Ill. With hypoplasia of the aorta distal, or 
rarely proximal, to the coarctation. 

Type IV. With interruption of the aortic isthmus. 
Here the aorta is entirely deficient between the origin 
of the left subclavian artery and the descending aorta, 
which arises as the ductus arteriosus from the pul- 
monary artery. 

Type V. With site elsewhere. This category in- 
cludes all coarctations at sites other than the usual 
one, that is, immediately distal to the origin of the left 
subclavian artery. 

There is a functional similarity between Types II (B). 
and IV, but they differ both in the degree of the mal- 
formation and in the measures necessary for its correction, 
cases of Type IV requiring a graft or prosthesis to bridge 
the relatively long defect, whereas simple resection of the 
coarctation and direct end-to-end anastomosis will be 
sufficient in most cases of Type II (B). J. A. Cosh 


857. Noradrenaline in Artery Walls and Its Dispersal by 


Reserpine 
J. H. Burn and M. J. RANnb. British Medical Journal 
[Brit. med. J.) 1, 903-908, April 19, 1958. 6 figs., 37 refs. 


In a previous paper (Brit. med. J., 1958, 1, 137; 
Abstr. Wild Med., 1958, 23, 403) the authors described 
the action of nicotine on the heart. In this further study 
carried out at the University of Oxford they have in- 
vestigated the effect of pretreatment with the alkaloid 
reserpine on the known action of nicotine in releasing 
adrenaline from arterial walls. As a preliminary they 
first confirmed that doses of 5 to 20 ug. of nicotine always 
caused vasoconstriction in the perfused rabbit’s ear, and 
likewise that after 8 wg. of atropine had been first in- 
jected acetylcholine in doses ranging from 20 to 40 pg. 
also caused vasoconstriction. The effects of these two 
substances were then determined in rabbits pretreated 
with 1-5 mg. of reserpine per kg. body weight given intra- 
peritoneally 2 days before and 5 mg. per kg. given intra- 
venously on the day before the test. In 7 out of 8 such 
rabbits neither nicotine nor acetylcholine (in the presence 
of atropine) caused vasoconstriction, although both did 
so in the 8thanimal. The constrictor actions of hydroxy- 
tryptamine and of tetraethylammonium were unaffected 
by reserpine. 
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Since this result seemed to confirm Kottegoda’s finding 
that nicotine causes vasoconstriction by releasing an 
adrenaline-like substance from the skin, the mean nor- 
adrenaline content of the skin of the ear of 6 rabbits was 
determined and found to be 0-1 yg. per g., whereas in 
rabbits treated with reserpine this value was only 0-03 jg. 
per g. Reserpine was also shown to cause the disappear- 
ance of chromaffin granules from cells in the skin of the 
rabbit’s ear, and in studies on the rabbit aorta to reduce 
the noradrenaline content of this artery from 0-47 to 
0-11 yg. per g. Spiral strips of aorta in an “ isolated 
organ bath normally respond to nicotine by contracting; 
strips of aorta prepared from reserpine-treated animals 
were variable in their response to nicotine, but 6 out of 
10 relaxed in the presence of the drug. The sensitivity of 
such strips to noradrenaline and adrenaline was also 
markedly increased by pretreatment of the living animal 
with reserpine. Nicotine caused vasoconstriction in the 
dog’s hind leg perfused with blood, but after infusing 
acetylcholine at a rate of 1 zg. per second for 30 minutes 
the action of nicotine was virtually abolished. Division 
of the sciatic nerve 11 days before the experiment or pre- 
treating the dog with reserpine converted the constrictor 
action of nicotine to a dilator one. The significance of 
these findings is discussed. In regard to the origin of the 
adrenaline in the artery walls it is considered reasonable 
to assume, in the light of the findings of the authors and 
other workers, that noradrenaline “* comes steadily out 
from the sympathetic nerve fibres, which were shown by 
von Euler to contain it, and that it collects in the wall 
somewhere near the nerve endings”. P. A. Nasmyth 


HYPERTENSION 
858. Further Studies on Urinary Aldosterone in Human 
Arterial Hypertension 


J. Genest, E. Korw, W. Nowaczynski, and G. 
Lesorur. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol. (N.Y.)] 97, 
676-679, March, 1958. 3 figs., 14 refs. 


Using a method previously reported (Nowaczynski et 
al., Canad. J. Biochem., 1957, 35, 425), based on the 
chemical isolation and subsequent chromatographic 
estimation of aldosterone, the authors studied the daily 
excretion of that substance by 11 healthy subjects and 
50 patients with hypertension due to various causes. 

A total of 33 “spot” (as opposed to serial) deter- 
minations on the 11 control subjects gave a mean daily 
excretion of 3-6 yg. of aldosterone, with a range of 1 to 
9-5 yg. Similar determinations on 18 patients with 
essential, 12 with malignant, and 9 with renal hyper- 
tension showed the mean daily aldosterone excretion to 
be 7-8, 8-4, and 6-9 xg. respectively, with a range of 1 to 
20 g., over half the patients giving a high or high nor- 
mal figure. The significance of these findings was 
limited by their being based on “ spot”’ estimations. 
Serial estimations carried out over several days on one 
control subject showed there to be very little fluctuation 
in the daily aldosterone excretion, in spite of wide varia- 
tions in urinary sodium excretion. Much wider fluctua- 
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tions in aldosterone excretion were noted in 2 patients 
with early, asymptomatic hypertension who were sub- 
jected to serial estimations, although their daily sodium 
output remained fairly constant. 


“Spot” determinations on 2 patients with phaeo-— 


chromocytoma gave results within the normal range, as 
did those on 3 patients with coarctation of the aorta. 
Variable results were obtained in 3 cases of Cushing’s 
syndrome, while in 3 cases of primary aldosteronism 
excretion of the hormone remained above the control 
level during periods of both low and high sodium intake 
and before and during treatment with corticotrophin 
(ACTH). No correlation was observed between aldo- 
sterone excretion and sodium intake or urinary sodium: 
potassium ratio. H. F. Reichenfeld 


859. Electrolyte and Water Excretion in Arterial Hyper- 
tension. II. Studies in Subjects with Essential Hyper- 
tension after Antihypertensive Drug Treatment 

W. HOLLANDER and W. E. Jupson. Circulation [Circu- 
lation] 17, 576-582, April, 1958. 2 figs., 12 refs. 


It has been shown by the authors in investigations pre- 
viously reported (J. clin. Invest., 1957, 36, 1460; Abstr. 
Wld Med., 1958, 23, 277) from Boston University School 
of Medicine (and by others) that patients with essential 
hypertension excrete more sodium after an intravenous 
infusion of 5% saline solution than normotensive sub- 
jects. They now report further studies on 11 of the same 
patients in which it was found that when the blood 
pressure was reduced by continuous oral administration 
of hypotensive drugs the high excretion of sodium was 
diminished and approached normal values. It is sug- 
gested therefore that the tendency towards high sodium 
output in essential hypertension may be a consequence 
of the hypertension itself, and not related to the cause 
of the hypertension. D. A. K. Black 


860. The Treatment of Hypertension with a New 
Ganglion-blocking Agent. (Zur Beliandlung der Hyper- 
tonie mit einem neuen Ganglienblocker) 

G. DamMM and W. Miuncu. Deutsche medizinische 
Wochenschrift [Dtsch. med. Wschr.] 82, 422-424, March 
14, 1958. 8 refs. 

At the Municipal Hospital, Géppingen, 50 patients 
with essential hypertension were treated with “ ecolid” 
(4:5:6:7:tetrachloro - 2 - (2 - dirhethylaminoethy]) -1 -iso- 
indoline dimethochloride), a new ganglion-blocking 
agent. A trial dose of 25 mg. by mouth produced 
vascular collapse in one patient and the gradual onset 
of signs of cerebral hypoxia in another patient. Reduc- 
tion of the blood pressure was successfully established in 
42 out of 50 patients with doses of 100 to 200 mg. daily. 
In 8 cases, however, severe side-effects necessitated 
abandonment of the treatment, while in a further 6 
control became unsatisfactory after a while on a daily 
dose of 200 mg. and attempts to increase the dose beyond 
this level had to be given up. Paralytic ileus and reten- 
tion of urine occurred in one case each, and disturbances 
of accommodation, postural hypotension, and angina 
pectoris were each encountered in several cases. 

P. Mestitz 
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£61. Some Observations on the Coagulation Defect in 
Vitamin K Deficiency 

A. §. DouGias. Journal of Clinical Pathology clin. 
Path.) 11, 261-264, May, 1958. 12 refs. 


Evidence is described indicating a deficiency of the 
Christmas factor as part of the coagulation defect 
resulting from lack of vitamin K. This deficiency of 
Christmas factor has been demonstrated by the impaired 
avility of vitamin-K-deficient plasma to correct the 
defective prothrombin consumption of recalcified Christ- 
mas disease plasma. Also ability to correct the pro- 
longed recalcification time of Christmas disease plasma 
and the serum thromboplastin defect in Christmas 
disease is impaired. The reduced concentration of pro- 
thrombin and Factor VII in vitamin-K deficiency is 
confirmed. 

The facets of the vitamin-K defect (prothrombin, 
F.ctor VII, serum thromboplastin defect, and the in- 
ability of serum to correct the Christmas serum thrombo- 
piastin defect) are the same as those resulting from the 
acministration of the coumarin drugs. These com- 
penents of the vitamin-K defect all respond at similar 
rates to the administration of vitamin K.—[Author’s 
summary.] 


862. Treatment of Idiopathic Thrombocytopenic Pur- 
pura (ITP) with Prednisone 

W. DAMESHEK, F. Rusio, J. MaAnoney, W. H. 
Reeves, and L. A. Burcin. Journal of the American 
Medical Association [J. Amer. med. Ass.| 166, 1805-1815, 
April 12, 1958. 7 figs., 17 refs. 


The results of prednisone therapy over a period of 2 
years in 30 consecutive cases of idiopathic thrombo- 
cyiopenic purpura seen at the New England Center 
Hospital (Tufts University School of Medicine), Boston, 
are reviewed. The series comprised both acute and 
chronic cases, and some had relapsed after previous 
steroid therapy or splenectomy. The initial dosage of 
prednisone ranged from 20 to 150 mg. daily; when a 
favourable response was obtained this was reduced 
gradually to a maintenance dose of 2:5 to 15 mg. daily 
for a period of several months and treatment then dis- 
continued if the platelet level remained normal. 

A normal platelet count was attained in 22 of the cases, 
a substantial rise in the count occurred in 4 others, and 
there was no significant effect in the remaining 4. In 
several cases relapse occurred when prednisone was 
withdrawn or the dosage reduced to a low level, but 
usually an increase in dosage or a second course of pred- 
nisone resulted in further remission. In 8 cases re- 
mission was maintained without further treatment. 
Splenectomy was performed in 5 cases because of lack 
of response or (in one case) the development of symp- 
toms of hyperadrenocorticism, but only in one did it 
result in complete and sustained remission. Apart from 
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the one case of hyperadrenocorticism, no serious com- 
plications of steroid therapy were encountered, although 
it was discontinued in 2 cases because of side-effects. 
unacceptable to the patients. 

The authors consider that prednisone is more effective 
in this condition than ACTH (corticotrophin) or corti- 
sone, and they point out that it is not essential to main- 
tain the platelet level at full normality, since freedom from 
bleeding manifestations can be achieved with platelet 
counts of one-third to one-half of the normal value. 
In acute and fulminating cases they advocate the adminis- 
tration of prednisone in high dosage and the trans- 
fusion of fresh: blood from plastic bags. Splenectomy 
should be reserved for severe cases which fail to respond 
to other measures, not only because of its uncertain 
therapeutic effect and immediate dangers, but also be- 
cause of the possibility that it may favour the develop- 
ment of disseminated lupus erythematosus, for it is 
believed that idiopathic thrombocytopenia may constitute 
a prodromal manifestation of this disease. 


L. J. Davis 


863. Anti-globulin Cross-matching Test: Its Usefulness 
for Urgent Blood-transfusions 


E. E. Frencu. Lancet [Lancet] 1, 664-667, March 29, 
1958. 1 fig., 13 refs. 


With the increasing use of blood transfusion the need 
for a rapid test to detect all dangerous antibodies when a 
blood transfusion is urgently required becomes greater. 
At present the antiglobulin cross-matching procedure is 
usually considered to need incubation at 37° C. for at 
least one hour and preferably two, but studies were © 
undertaken at the Postgraduate Medical School of Lon- 
don in order to determine whether and how far this 
period of incubation could be shortened and what factors 
influence the speed and degree of sensitization. 

It was taken for granted that in practice an ABO- 
group compatibility test would be carried out in addition 
to the antiglobulin test, using slow centrifugation so as to 
yield a result in from 5 to 30 minutes. The conclusion 
was reached that an indirect antiglobulin test, allowing 15 
minutes for sensitization of the cells, is worth performing 
in cross-matching blood for urgent transfusion. 

Tests were performed on 69 human sera, all containing 
incomplete antibodies and in some cases a low-titre com- 
plete antibody as well. The incubation time required for 
sensitization was determined both on undiluted sera and 
on sera after maximal dilution with AB serum—that is, 
the greatest dilution at which detectable sensitization 
occurred after 2 hours’ incubation. It was shown that 
97% of the sera, including all the anti-D sera, sensitized 
the appropriate cells within 15 minutes when used un- 
diluted, while after maximal dilution 39% were still 
effective in the same time. Of the factors influencing the 
rate of sensitization it was found: (1) that variation in 
avidity of the sera was least in those containing antibodies 
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of the Rh group; (2) that a ratio of serum to cell suspen- 
sion of at least 4 to 1 should be used; (3) that only with 
anti-K sera was the age of the erythrocytes important; 
and (4) that the antiglobulin sera used should be known 
to detect antibodies such as anti-Le@ as well as anti-D. 
The author recognizes that by using the technique sug- 
gested certain low-titre incomplete antibodies may escape 
detection. He points out, however, that while the rate 
of destruction of incompatible erythrocytes is not related 
solely to the concentration of antibody present, such low- 
titre antibodies as would be missed by the method are 
unlikely to cause severe haemolytic transfusion reactions. 
A. G. Baikie 


ANAEMIA 


864. An Unusual Clinical Variant of Hypoplastic 
Anaemia. (O cBoeo6pa3HOM KNIHHHYCCKOM BapHaHTe 
aHeMHH) 

M. S. Du’cin and F. E. 
Apxué [Ter. Arh.] 30, 10-22, No. 3, March, 1958. 
4 figs., 23 refs. 


In a series of 120 cases of aplastic and hypoplastic 
anaemia 5 were found in which thrombocytopoiesis was 
unaffected. They were characterized by a failure of 
erythropoiesis and to a lesser extent of leucopoiesis, with 
delayed maturation of erythroblasts and neutrophil 
myelocytes. Acute exacerbations of severe anaemia 
occurred which were treated with repeated transfusions 
of packed cells, cortisone (50 mg. 3 times daily), and a 
preparation of the vitamin-B complex (including cyanoco- 
balamin and folic and nicotinic acids). The patients 
responded satisfactorily to this, but relapsed again in a 
few months. In 2 cases splenectomy was performed; in 
one patient there was a complete remission after the 
operation, but the other did not benefit. 

Evidence was obtained of a raised y-globulin content 
in the plasma of 4 of these patients; in the remaining 
case a positive indirect response to the Coombs test was 
obtained, with an intermittent positive direct response, 
and there was a high serum titre (1:64) of Rh antibodies. 
In 3 cases the serum showed a marked power of agglu- 
tination of normal leucocytes. These findings, together 
with the favourable response to cortisone, lead the 
authors to the conclusion that the pathogenesis of this 
type of hypoplastic anaemia is based on an “ immuno- 
logical shift ”’. 

[One of these patients—the one who failed to respond 
to splenectomy—differed from the others in having 
megaloblastosis. The pattern of her myelogram was 
also different from that seen in the other cases.] 

L. Firman-Edwards 


865. Occult Intestinal Bleeding as a Cause of Anaemia 
in Elderly People 

P. D. Beprorp and L. Woxiiner. Lancet [Lancet] 1, 
1144-1147, May 31, 1958. 4 figs., 24 refs. 

In an attempt to determine the part played by occult 
intestinal bleeding in the pathogenesis of anaemia in the 
aged the authors studied 156 out of 175 patients admitted 
consecutively to the Geriatric Unit of Cowley Road 


Hospital, Oxford, those under 65 or with overt bleeding 
being rejected. Of the 156 patients, 95 were females. 
Weekly testing [during an undefined period] of fresh 


faeces for occult blood by the Gregersen method gave a 


“strongly positive’ result on at least one occasion in 
85 cases (55%), and weekly haemoglobin estimations 
showed a level below 80% (11-7 g. per 100 ml.) at least 
once in 64 cases (41°%%). Reasons are given for describing 
the latter group as anaemic. The validity of the Greger- 
sen test for occult blood is defended. 

The incidence of anaemia or occult bleeding did not 
vary with age or sex. The anaemic group included 50 
of the patients with occult bleeding, and this is regarded 
as a significant association (P<0-01). Of the 64 anaemic 
patients, 60 showed iron deficiency by haematological 
criteria. It is concluded that-anaemia is common in the 
elderly and that this is frequently caused by occult 
bleeding from the gastro-intestinal tract. In a footnote 
to their paper the authors, after pointing out that they 
have deliberately avoided discussing aetiological factors, 
mention that 64°% of the anaemic patients had organic 
lesions but in 36°% no cause was found. 

G. C. R. Morris 


866. The Oral Treatment of Pernicious Anaemia. A 
New Approach 

J. G. HEATHCOTE and F. S. Mooney. Lancet [Lancet] 
1, 982-987, May 10, 1958. 7 figs., 38 refs. 


The authors, writing from St. Helens Hospital, St. 
Helens, Lancashire, review the existing theories of the 
causation and treatment of pernicious anaemia and point 
out that no hypothesis so far put forward has completely 
and satisfactorily explained the mode of transport of 
vitamin B,2 (cyanocobalamin) into the blood stream. 
Castle’s “‘ intrinsic factor ” has never been isolated, and 
preparations of vitamin B;2 combined with animal pro- 
teins of high molecular weight have proved disappointing 
in the oral treatment of pernicious anaemia. On the 
other hand crude preparations of hog’s stomach and 
crude liver extracts have proved therapeutically satis- 
factory. A third factor, an intramural intestinal accep- 
tor, has been postulated by Glass et al. (Fed. Proc., 1951, 
10, 50) to account for the low absorption of vitamin B;2 
given orally with preparations presumably containing 
intrinsic factor. 

Since vitamin B;2 cannot mature megaloblasts in vitro 
and is relatively ineffective by mouth in the treatment of 
pernicious anaemia, it cannot itself be the active haemato- 
poeitic principle. In crude liver extracts vitamin Bj? is 
bound to a molecule of fairly low weight—the active 
vitamin can diffuse through a “ cellophane ’ membrane 
—and the authors therefore postulate that this molecule 
is a peptide. As all forms of vitamin Bj2 available in 
food are bound to proteins of high molecular weight, 
they suggest that simple proteolysis takes place in the 
stomach, degrading the bound protein attached to the 
vitamin into a peptide. This “free” (or diffusible) 
form of the vitamin is then absorbed through the intestinal 
wall and stored in the liver. This hypothesis would dis- 
pose of the need for intrinsic and intestinal factors 
(neither of which has been isolated), substituting instead 
simple proteolysis for the more complex freeing and 
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rebinding of the vitamin that is now held to occur simul- 
taneously in the stomach. 

To support their hypothesis the authors have pre- 
pared a vitamin B,2—peptide complex, using a peptide 
fom a non-intestinal source (derived from fermentation 
co a Streptomyces): This complex (H.P.P./1) was shown 
te maturate megaloblasts in vitro at about the same rate 
as folic acid. Ina pilot clinical study 6 newly diagnosed 
c: ses of pernicious anaemia were treated exclusively with 
the peptide complex. Good haematological and clinical 
responses were obtained with maintenance doses of 
7:0 pg. of H.P.P./1 daily (10 wg. vitamin By) after 
intial doses not exceeding a total of 11,700 yg. (1,500 ug. 
vi.amin Bj?) in the first 3 weeks. A reticulocyte crisis 
o! 11 to 17% developed after about a week in every 
cose, and the average daily increases in the erythro- 
cyte count and haemoglobin value in the first 28 days 
of treatment were 47,000 per c.mm. and 1-07% respec- 
tively. The response has been maintained in all cases 
fo: periods ranging from 140 to 290 days, and no signs 
o! degeneration of the cord or of iron deficiency have 
been found. A 7th patient, who was being treated with 
another oral preparation of vitamin B;7 and was develop- 
in: signs and symptoms of subacute combined degenera- 
tion of the cord, was greatly improved by a course of 
H P.P./1 given in larger doses than those used in the 


ot..er 6 cases. The authors make the claim that their 


vilamin Bj2—peptide complex is the most effective oral 
preparation available’ for the treatment of pernicious 
anemia. I. Berkinshaw-Smith 


- NEOPLASTIC DISEASES 


86’. Acute Leukemia with Erythroid Hyperplasia of 
the Bone Marrow. An Evaluation of Erythropoiesis by 
Means of Studies of Survival-of Red Blood Cells 

L. V. CROWLEY, R. C. MUNKITTRICK, and R. H. SAUN- 
DEXS. American Journal of Clinical Pathology [Amer. J. 
clin. Path.] 29, 135-140, Feb., 1958. 2 figs., 9 refs. 


in this paper from the University of Vermont College 
of Medicine are described 3 cases of acute leukaemia in 
which gross erythroid hyperplasia of the bone marrow 
was found on microscopical examination. Erythro- 
poiesis was normoblastic, but the process of maturation 
was disturbed and the circulating erythrocytes showed 
an unusual degree of variation in size and shape. The 
reticulocyte count varied from 3-7% to 89%. The 
highest total leucocyte count was 12,000 per c.mm., but 
blast cells and nucleated erythrocytes appeared in the 
peripheral blood in all cases. Moderate thrombocyto- 


penia occurred and haemorrhagic complications were a 


terminal feature. Post-mortem examination in one case 
revealed histological changes consistent with chronic 
myeloid leukaemia. 

In 2 of the patients erythrocyte survival studies with 
radioactive chromium revealed an extracorpuscular 
mechanism of erythrocyte destruction, but the degree of 
shortening of the life span of the cells was insufficient 
to account for the anaemia. A fundamental disturb- 
ance in production and release of erythrocytes in spite 
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of the erythroid hyperplasia is postulated, and erythro- 
cyte survival studies are recommended in the investiga- 
tion of cases of obscure normoblastic hyperplasia. 

Mary D. Smith 


868. Plasma Lactic Dehydrogenase and Phosphohexose 
Isomerase in Leukemia 
M. C. BLANCHAER, P. T. GREEN, J. P. MACLEAN, and 
M. J. HOLLENBERG. Blood [Blood] 13, 245-257, March, 
1958. 4 figs., 14 refs. 


Two enzymes, lactic dehydrogenase (LD) and phos- 
phohexose isomerase (PHI), were measured in the plasma 
of 30 patients with leukemia and compared with the 
findings in 66 control subjects. Abnormally elevated 
PHI levels were found in both acute and chronic myelo- 
cytic leukemia, but not in lymphocytic leukemia. The 
plasma LD was increased above normal in acute and 
chronic myelocytic leukemia, in acute lymphocytic, but 
not in chronic lymphocytic leukemia. Both enzymes 
were normal or only slightly raised in 3 patients with the 
aleukemic type of the disease. Hemolytic anemia in 7 
leukemic patients was associated with high plasma LD 
values in the presence of relatively low PHI levels. 

Results of serial enzyme studies from the time of diag- 
nosis until death indicated that both plasma enzymes, 
but especially the LD, usually reflected changes in the 
course of the disease—falling during remissions and 
rising during relapses. In most cases this enzyme 
paralleled the leukocyte level but occasionally indicated 
the onset of a relapse or remission before the white cell 
count had begun to change.—[Authors’ summary.] 


869. The Treatment of Lymphatic Leukaemia and 
Other Malignant Reticulosis with Radioactive Bismuth. 
(De behandeling van lymfatische leukemie en andere 
maligne reticulosen met radioactief bismut) 

J. T. VAN DER WerFF and C. A. M. HAANEN. WNeder- 
lands tijdschrift voor geneeskunde [Ned. T. Geneesk] 102, 
625-630, March 29, 1958. 2 figs., 2 refs. 


Radioactive bismuth, consisting mainly of 2°°Bi (half- 
life 6-4 days), can be adsorbed from a citrate solution on 
to particles of activated charcoal in suspension and is 
taken up selectively by the reticulo-endothelial cells of the 
liver, spleen, lymph nodes, and kidney after the intra- 
venous injection of the suspension. At St. Canisius 
Hospital, Nijmegen, 85 patients suffering from chronic 
lymphatic leukaemia, Hodgkin’s disease, malignant 
reticuloses, and other neoplastic conditions of the 
reticulo-endothelial system were given one to 6 injections 
of 2 to 4 mc. of this preparation. Bone-marrow biopsies 
revealed no damage 8 to 43 months after the injections. 
Of 20 cases of lymphatic leukaemia, all except 7 late cases 
showed clinical improvement; in 4 there was a clinical 
remission, while the blood picture became normal in 3 
and improved in 2 others. A complete remission 
occurred in 13 of 20 patients with Hodgkin’s disease, 
while the other 7 showed improvement in the clinical 
condition. Three of 20 patients with malignant reticu- 
loses showed some improvement. The authors consider 
radioactive bismuth to be a useful therapeutic tool. 

M. Lubran 
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870. Ventilating Bronchoscope 
P. SAFAR. Anesthesiology [Anesthesiology] 19, 406-408, 
May-June, 1958. 1 fig. 


The author describes a method of modifying a standard 
bronchoscope to permit intermittent positive-pressure 
breathing. A metal side-tube 24 cm. long of the same 
internal calibre as the bronchoscope is attached at a 
right angle as close as possible to the outer end of the 
instrument. This tube is connected to the anaesthetic 
apparatus. The proximal end of the bronchoscope can 
be closed by a removable glass window or by a rubber 
stopper through which the telescope can be inserted, 
thus permitting intermittent positive-pressure breathing 
by compression of the breathing bag. The thin oxygen 
tube leading to the tip of the ordinary bronchoscope is 
unnecessary in the presence of the side-arm. 

In apnoeic adults the tidal volume obtained with the 
ventilating bronchoscope was very much greater than that 
obtained with the cuirass respirator. The high flow of 
dry gases prevents clouding of the glass obturator. 

W. Stanley Sykes 
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871. Aspiration of Food and Vomit 

A. M. N. GARDNER. Quarterly Journal of Medicine 
[Quart. J. Med.] 27, 227-242, April, 1958. 8 figs., 
bibliography. 


After an interesting historical survey of the dangers of 
aspiration of food and vomit the author describes in- 
vestigations into various aspects of the subject which 
were carried out at the Radcliffe Infirmary, Oxford, and 
Northampton General Hospital. The fact that stomach 
contents can be aspirated into the bronchi and alveoli 
after death was demonstrated by inserting 6 to 10 oz. 
(170 to 280 ml.) of barium sulphate suspension into the 
stomach through a tube immediately after death and 
taking a radiograph of the lungs when necropsy was per- 
formed 24 to 48 hours later. Out of 10 patients investi- 
gated in this way, barium was found in the lungs of 7. 
As cellular reaction to aspirated vomit continues in the 
lungs after death, it may indeed be difficult to decide if 
the vomit was aspirated before or after death. 

To determine the incidence of aspiration of food and 
vomit in life two experiments were carried out on adult 
patients in general surgical wards who had either under- 
gone a major operation or were debilitated for other 
reasons. In the first experiment microcrystalline, non- 
flocculable barium sulphate was added to all drinks in 
the proportion of one part in six for 2 to 4 days, radio- 
graphs of the chest being taken daily. Out of 94 patients 
so investigated, barium was found in the lungs, usually 
at the bases, of 10. It was not clear, however, whether 
this was due to aspiration of food or of vomit. In the 
second experiment, therefore, barium suspension was 
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introduced into the stomach by tube in the proportion of 
one part for every 4 parts of fluid taken by mouth, and 
radiographs taken subsequently as in the first experi- 
ment. Only in one out of the 51 patients investigated was 
there evidence of inhalation of vomited stomach contents, 
Aspiration of food, then, is concluded to be the com- 
moner accident. The main factors influencing the 
occurrence appeared to be advancing age, narcotics, and 
debility, and the most suggestive sign of aspiration was 
coughing after drinking. It can be prevented by making 
the patient sit up to drink, and by forbidding the use of 
the hospital drinking cup, which is likely to induce 
aspiration. If the patient cannot sit up, then he should 
drink through a straw, or an intragastric tube should be 
passed. If there is a likelihood of vomiting the patient 
should be kept in the prone or semi-prone position. The 
treatment recommended is by postural drainage and 
physiotherapy, while sometimes bronchoscopy may be 
necessary. The author stresses the danger of aspiration 
of vomit, which can cause sudden death and which is a 
possible explanation of some of those cases of sudden 
death in children which were formerly attributed to 
** status lymphaticus ”’. Arthur Willcox 


872. Value of Bronchoscopy in Clinical Practice. A 
Review of 1,109 Examinations 

A. R. Somner, B. R. A. C. Douatas, B. L. 
Marks, and I. W. B. Grant. British Medical Journal 
[Brit. med. J.| 1, 1079-1084, May 10, 1958. 2 refs. 


The findings in 1,109 cases in which bronchoscopy was 
carried out at two Scottish hospitals between 1952 and 
1956 are presented. The examinations were made under 
local anaesthesia with either 1°% amethocaine or 4% 
lignocaine. In every case in which there was a visible 
abnormality a biopsy specimen was taken, and when no 
abnormality could be seen but the radiograph was 
abnormal a “ blind biopsy” was attempted. Compli- 
cations occurred in only 4 cases, one patient with 
advanced emphysema dying owing to an error in pre- 
medication. In 129 cases further investigation was con- 
sidered necessary, and these have therefore been excluded. 
On the basis of the final diagnosis the remaining 980 


patients were divided into 4 groups: (1) bronchogenic - 


carcinoma, 276; (2) bronchiectasis, 118; (3) pulmonary 
tuberculosis, 132; (4) other conditions, 458. (Four cases 
had a dual diagnosis of pulmonary tuberculosis and 
bronchogenic carcinoma.) 

In Group 1 tumours in the middle and lower lobes 
of the lung proved easier to detect than those in the 
upper lobes. Confirmation of the presence of a growth 
was obtained by biopsy in 168 (61%) of the 276 cases. 
The authors stress the value of taking “‘ blind biopsies” 
when the, bronchial mucosa appears fairly normal. 
Of 93 patients who had had haemoptysis but a normal 
radiograph a carcinoma was found in 5, the tumour 
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being usually situated [as one would expect] on the 
main carina. It is considered advisable that all patients 
with haemoptysis, especially men over 40, should be 
examined by bronchoscopy to exclude bronchogenic 
carcinoma, even when x-ray appearances are normal. 

In Group 2 bronchoscopy was usually carried out to 
exclude some complicating condition such as a tumour or 
foreign body. 
preliminary .bronchoscopic aspiration did not improve 
‘he quality of the bronchograms. 

Among the 132 patients in Group 3 a bronchogenic 
‘umour was found at bronchoscopy in 3; 6 cases of 
endobronchial tuberculosis associated with a primary 
complex were also found. In the miscellaneous group 
‘(Group 4) bronchoscopy was carried out primarily to 
exclude a tumour. Paul B. Woolley 


‘73. Respiratory Complications of Influenza 

‘Vv. C. WALKER, A. C. W. J. H. Leckie, A. 
Pines, and I. W. B. GRANT. Lancet [Lancet] 1, 449-454, 
March 1, 1958. 3 refs. 


Over a period of 6 weeks in the autumn of 1957, 125 
patients were admitted to three Edinburgh hospitals 
suffering from the respiratory complications of Asian 
influenza. Three clinical groups were recognized. (1) 
I aryngotracheitis was the mildest of the complications 
and all of the 14 patients with this condition recovered 
in a few days, although in 6 there was some evidence of 
respiratory obstruction. (2) Bronchitis or bronchiolitis 
was diagnosed in’42 patients, of whom 30 were aged over 
50 and 35 had a history of past chronic respiratory 
disease. Only 4 patients in this group were classified as 
being severely ill, and 3 of them (2 with chronic bronchitis 
and one with pulmonary fibrosis) died. (3) The most 
frequent complication was pneumonia, which occurred 
in 69 patients, 33 of these being over the age of 60. 
Segmental or lobar changes were present radiologically 
in 28, of whom 11 had a previous history of chronic 
respiratory disease, and a lobular distribution was evident 
in 41, of whom 23 had a history of previous lung damage. 
The most severely ill were 6 who had a fulminating 
staphylococcal lobular pneumonia, of whom 4 died, 
making, with 8 other patients with pneumonia and the 
3 with bronchitis who died, a total of 15 deaths. In 68 
patients no pathogenic organisms were detected in the 
sputum, probably because of treatment with antibiotics 
in most cases before admission. The predominant 
organisms in the other 57 were staphylococci in 29, 
pneumococci in 15, and Haemophilus influenzae in 8. 
Cases of non-staphylococcal infection were evenly dis- 
tributed in the three clinical groups. Only 8 (36%) of 
the 22 patients with staphylococcal pneumonia had a 
history of previous respiratory disease, compared with 
58% in the whole series. Penicillin resistance was found 
in 55% of the strains of staphylococci isolated. 

The routine treatment consisted in the administration 
of 2 mega units of penicillin and 2 g. of streptomycin 
daily in the moderately severe cases, with the addition of 
1-6 g. of erythromycin in the most severe cases. No 
special benefits were observed from the use of corti- 
costeroids (prednisolone or hydrocortisone) in 12 cases. 


It is interesting to find that in this group 
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Respiratory obstruction developed in 9 patients, and in 
2 of these tracheotomy was a life-saving procedure. 
Tracheotomy was also carried out in 3 other patients 
who developed retention of secretions in the respiratory 
tract. .As a result of their experience the authors 
recommend that in any future influenza epidemic anti- 
biotic therapy should be restricted to the very minimum 
in the early stages, that the value of tracheotomy in 
respiratory obstruction be recognized, that all patients 
with a tracheotomy be isolated and “ barrier-nursed ” 


to prevent cross-infections, and that from such patients 


and attendant staff weekly nasal swabs be taken, 

those harbouring staphylococci being treated with local 

application of antibiotic cream to the anterior nares. 
John Fry 


874. Therapeutic Trial of Oral Phenoxymethyl Peni- 
cillin in Pneumococcal Pneumonia 

R. KRALJEVIC, J. M. BorGONO, and E. LAVAL. Antibiotic 
Medicine and Clinical Therapy [Antibiot. Med.] 5, 189- 
196, March, 1958. 3 figs., 19 refs. 


The pharmacology of phenoxymethylpenicillin is dis- 
cussed and the results obtained with this drug at Ramén 
Barrps Luco Hospital, Santiago, Chile, in 21 patients (17 
men and 4 women) suffering from pneumococcal pneu- 
monia are reported. The diagnosis was based on the 
results of clinical and radiological examinations. Pneu- 
mococci were isolated from the sputum in 14 cases and 
from the blood in one case. The condition was moder- 
ately severe in 15 cases and severe in 6, and the average 
duration of illness at the start of treatment was 2-47 days 
(maximum 4 days). None of the patients had received 
antibiotics previously. Treatment consisted in adminis- 
tration by mouth of 200,000 units of phenoxymethyl- 
penicillin every 6 hours until the patient had been 
apyrexial for 3 days. 

In 20 cases treatment was successful, the temperature 
falling to normal in less than 48 hours in 14 cases. No 
complications and no toxic reactions were observed. 
There was one death, that of a male alcoholic aged 37 
years who developed psychomotor excitation, hallucina- 
tions, and jaundice. Friedlainder’s bacillus was isolated 
from the sputum in this case, and in spite of treatment 
with chloramphenicol and streptomycin the patient died 
8 days after admission to hospital. | Charles Rolland 


875. Primary Atypical Pneumonia and High Sedimen- 
tation Rates 

H.-J. B. GALBRAITH and K. W. Jones. British Medical 
Journal (Brit. med. J.] 1, 1144-1147, May 17, 1958. 
2 figs., 17 refs. 


The occurrence of a high erythrocyte sedimentation 
rate (E.S.R.) as estimated by the Westergren method was 
noted in 13 out of 16 patients with primary atypical 
pneumonia admitted to hospitals in London and South- 
ampton. Whereas with the Westergren method E.S.R.s 
higher than 90 mm. in one hour were found, the Win- 
trobe method gave results which were much lower or even 
normal. There was no significant difference whether 
the estimation was made at 4° C., at room temperature, 
or at 37°C. A marked rise in plasma fibrinogen level 
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and an increase of a2 or y globulin in the serum were 
noted in all cases in which these values were determined. 
A retrospective survey of the records showed that a high 
E.S.R. was found in 22 (14%) of 160 patients with acute 
pneumonia. It is suggested that if a patient with acute 
uncomplicated pneumonia has an E.S.R. (Westergren) of 
more than 90 mm. in one hour cold agglutinins 
should be sought and primary atypical pneumonia con- 
sidered. D. Geraint James 


876. Pulmonary Function in Sarcoidosis 

R. MARSHALL, H. SMe.uie, J. H. BAyiis, C. Hoye, and 
D. V. Bates. Thorax [Thorax] 13, 48-58, March, 1958. 
10 figs., 29 refs. 


In a study of the effects of sarcoidosis on pulmonary 
function undertaken at St. Bartholomew’s and King’s 
College Hospitals, London, measurements were made of 
the subdivisions of lung volume, the mixing efficiency of 
the lungs, the maximum breathing capacity, the fast 
respiratory flow rate, the diffusing capacity for carbon 
monoxide, lung compliance, and the non-elastic resist- 
ance of the lungs. The 26 patients investigated were 
selected to represent all stages of the disorder, and each 
was allocated to one of 5 groups according to the dura- 
tion of the disease and the radiographic appearances of 
the lungs. The diagnosis of sarcoidosis was supported 
by biopsy of the liver, a lymph node, the skin, or the 
conjunctiva in 20 of the 26 patients; in 4 others liver 
biopsy was negative. 

The authors draw the following conclusions: ‘“‘ The 
main lesion of pulmonary function in sarcoidosis is a 
reduction in diffusing capacity of the lungs. In addition, 
reduction of the lung volume by the disease may con- 
tribute to the disability by impairing the mechanical 
functions of the lung. Long-standing disease is accom- 
panied by greater impairment of diffusion, and possibly 
by decreased compliance when fibrosis occurs. Radio- 
graphic clearing of the lesions may not be accompanied 
by a return of normal function. No close relationship 
exists between the radiographic appearances of the lungs 
and the defects in pulmonary function, but patients with 
diffuse, fine stippling or reticulation were more often 
found to have a lowered diffusing capacity, and radio- 
graphic evidence of fibrosis was sometimes accompanied 
by decreased compliance. As far as can be determined 
from this study, in which patients at different stages of 
the disease were examined on one occasion only, detailed 
pulmonary function tests are capable of indicating the 
effect of the present and past lesions on the performance 
of the lungs. Measurements of lung volumes and ven- 
tilatory defect alone give little useful information.” | 

Bernard J. Freedman 


877. The Spread of Lung Cancer to the Brain 

W. I. B. OnuiGBo. British Journal of Tuberculosis and 
Diseases of the Chest [Brit. J. Tuberc.] 52, 141-148, 
April, 1958. Bibliography. 


In a previous paper the author showed (Brit. J. Cancer, 
1957, 11, 175) that the topographical distribution of 
secondary deposits in the adrenal glands from a primary 
cancer of the lung accorded well with lymph-borne rather 
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than with blood-borne metastasis. He has now analysed 
250 cases of carcinoma of the lung taken from the 
necropsy records of the four Scottish Medical Schools 
and Stobhill General Hospital, Glasgow, in which there 
were cerebral or cerebellar metastases. He found that 
of 177 cases of unilateral secondary deposits in the brain, 
these were on the same side as the primary tumour in 100 
cases, and that of 73 cases with bilateral secondary de- 
posits, the largest metastasis was on the same side in 43. 
This ipsilateral tendency, which was shown to be statistic- 
ally significant (P=0-025), was found also in 55 cases 
reported in the literature since 1930. From these facts 
the author deduces that carcinoma of the lung metasta- 
sizes by way of the lymph channels, and that this may 
well be the more important route. 

In support of this theory he reports that a study of 
1,000 published cases of metastatic brain tumour showed 
that supradiaphragmatic primary tumours spread to the 
brain more often (718 cases) than did infradiaphragmatic 
tumours (282 cases). He points out that the incidence 
of secondary growths in the cerebellum, although it is 
only one-eighth of the size of the cerebrum, is nearly 
half that in the latter. He further considers that the 
theory that metastases are disseminated through the 
lymphatic channels would explain why secondary growths 
are rarely present in the occipital cortex (‘‘ protected ” 
as it is by the cerebellum), why such growths are so often 
solitary, and why tumour cells are so frequently seen in 
the perivascular and subarachnoid spaces but are demon- 
strated only with difficulty inside cerebral vessels. He 
concludes by suggesting that “a unitary theory of meta- 
stasis to both the lymph nodes and organs like the brain 
and adrenal is possible and may be of fundamental 
importance ” A. Gordon Beckett 


878. Prolonged Observations of Patients with Cor 
Pulmonale and Bullous Emphysema after Surgical Re- 
section 

M. J. Fitzpatrick, C. F. Kittie, T. K. Lin, and D. T. 
BRUKARDT. American Review of Tuberculosis and Pul- 
monary Diseases [Amer. Rev. Tuberc.] 77, 387-399, 
March, 1958. 12 figs., 16 refs. 


Studies of ventilatory function, haemoglobin concen- 
tration, haematocrit, arterial oxygen saturation, pul- 
monary arterial pressure, and cardiac output in 6 “* poor- 
risk ’’ patients with emphysema in whom emphysematous 
bullae were resected are reported from the University of 
Kansas School of Medicine, Kansas City. The studies 
were made preoperatively and on two or three occasions 
up to 2 years after the operation with a view to deter- 
mining whether surgery is likely to benefit patients who 
are “ poor risks”. No consistent changes were demon- 
strated, so that the authors were unable to draw any 
general conclusions. [No mention is made of any other 
therapy that may have been given apart from surgery.] 
In general, ventilatory function was not significantly 
affected, but arterial oxygen saturation tended to increase 
and pulmonary arterial pressure to fall postoperatively. 
In the one woman in the series an epithelized cyst was 
resected, with great improvement in ventilatory function 
but no other significant change. C. M. Fletcher 
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879. The Treatment of Méniére’s Disease with Aceta- 
yolamide 

3. VARGA. Journal of Laryngology and Otology {J. 
Laryng.] 72, 190-193, March, 1958. 3 figs., 7 refs. 


From the Otorhinolaryngological Clinic of the Uni- 
versity of Budapest the author records the treatment of 
* patients with Méniére’s disease with the carbonic 
cnhydrase inhibitor acetazolamide (“‘ diamox’”’). This 
(rug increases the excretion of sodium, potassium, and 
ticarbonate and has been found to reduce intra-ocular 
tension in glaucoma. Vertigo ceased and tinnitus was 
ciminished or abolished in all 5 cases and hearing im- 
proved in 3. The follow-up period lasted only. 2 months 
ead the treatment also included the administration of 
sedatives and other drugs. 

[The evidence presented in this paper (which is only a 
peliminary communication) is not very impressive.] 

Norman W. MacKeith 


830. Chronic Otitis Media and Mastoiditis Due to 
Froteus vulgaris (Bacillus proteus) 
}. H. McGovern and A. A. Kuurt. A.M.A. Archives 
0° Otolaryngology [A.M.A. Arch. Otolaryng.] 67, 403- 
4)9, April, 1958. 1 fig. 25 refs. 


In a comprehensive review of the literature the authors 
point out that the evidence shows there has been an 
ii crease in the incidence of infection with Proteus vulgaris 
it chronic otitis media in recent years and that the 
resistance of the organism to antibiotics has increased. 
A particularly noticeable feature is the growing number 
0) reports of cases of otitis media with intracranial com- 
plications such as lateral sinus thrombosis, meningitis, 
and brain abscess. 

The present paper from the University of Virginia Hos- 
pital, Charlottesville, reports 4 cases of brain abscess 
secondary to chronic otitis media, all of which were fatal 
and in all of which the infecting organism was P. vulgaris. 
In one case the abscess was discovered post mortem and 
in another the patient died a few hours after operation; 
in the other 2 cases the patient failed to respond to post- 
operative treatment with penicillin, streptomycin, chior- 
amphenicol, and sulphadiazine. In one case the organ- 
isms were found to be sensitive in vitro only to chlor- 
amphenicol. [Sensitivity of the organisms in the other 
3 cases is not reported.] In contrast, a case is reported 
in which meningitis secondary to chronic otitis media 
due to P. vulgaris was successfully treated with chloram- 
phenicol, to which the organism was sensitive, after 
mastoidectomy. 

Emphasis is laid on the extensive destruction of the 
middle ear and mastoid process, the rapid onset of intra- 
cranial extension, the danger of masking of signs and 
symptoms by antibiotic therapy, and the importance of 
early and adequate surgery for the complications of otitis 
media due to Proteus. Chloramphenicol is the antibiotic 
of choice. F. W. Watkyn-Thomas 
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881. Acute Otitis Media in Children Treated Without 
Myringotomy—a Follow-up with Audiometry in 88 Cases 
J. W. Drxon. Journal of Laryngology and Otology [J. 
Laryng.] 72, 227-237, March, 1958. 41 refs. 

The various opinions expressed in the recent literature 
in English on the desirability or otherwise of myringo- 
tomy in the treatment of otitis media in children are 
reviewed. Out of 321 patients aged 15 years or less who 
were treated for acute otitis media at the Radcliffe 
Infirmary, Oxford, during the 6 years 1950-5, 88 attended 
for examination by pure-tone audiography at an average 
interval of 4 years 2 months after the attack. The total 
number of ears involved was 114. All these patients had 
been treated with intramuscular penicillin (usually 
500,000 units of crystalline penicillin twice daily for 5 
days) and vasoconstrictor nasal drops, the average inter- 
val between the onset of otitis and the commencement of 
treatment being 9-8 days. In no case was myringotomy 
performed and in non was mastoidectomy necessary. In 
33 cases adenoids (and in some the tonsils) had been 
removed since the attack of otitis media. 

The average hearing loss for all tones tested in the 114 
ears was 5to6db. [Maximum hearing loss in any indi- 
vidual case is not recorded.] There was no case of 
residual perforation of the tympanic membrane, though 
in 46 cases there was some scarring, dullness, or lack of 
mobility. It is concluded that the treatment of acute 
otitis media in children without myringotomy is justifi- 
able. , Norman W. MacKeith 


882. Antrochoanal Polyps 
O. E. VAN ALyeEA. Annals of Otology, Rhinology and 


Laryngology [Ann. Otol. (St. Louis)] 67, 212-222, March, 
1958. 6 figs., 8 refs. 


Writing from the University of Illinois College of 
Medicine, Chicago, the author states that antro-choanal 
polyps may appear at any age; they may arise from the 
antrum itself, from the ostium, or from an accessory 
ostium. If they are removed by cutting the pedicle, 
they may recur. These recurrences are best dealt with 
by exploration of the antrum and removal of the swollen 
mucosa, care being taken not to damage the remainder 
of the antral wall. William McKenzie 


883. Acoustic and Vestibular Disturbances following 
Streptomycin-treated Tuberculous Meningitis in Children. 
[Monograph, in English] 

L. J. RANTA. Acta oto-laryngologica [Acta oto-laryng. 
(Stockh.)] Suppl. 136, 1-78, 1958. 31 figs., bibliography. 


884. Electro-nystagmography in the Caloric and Rota- 
tory Tests. A Clinical Study. (Monograph, in English] 
J. STAHLe. Acta oto-laryngologica [Acta oto-laryng. 
(Stockh.)] Suppl. 137, 1-83, 1958. 17 figs., bibliography. © 
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885. The Pathogenesis of the Hepatorenal Syndrome. 
[In English] 

N. A. Lassen and A. C. THOMSEN. Acta medica Scan- 
dinavica [Acta med. scand.| 160, 165-173, March 7, 1958. 
4 figs., 16 refs. 


The authors describe 30 cases of acute renal failure as 
a complication of liver or biliary-tract disease seen at 
Kommunehospitalet, Copenhagen. The primary lesion 
in 20 of the 30 patients was obstruction of the common 
bile duct; 4 patients had a subphrenic abscess and one 
had biliary peritonitis following cholecystectomy. Of 
the remaining 5 patients, one had traumatic rupture of 
the liver, one thrombosis of the portal vein, one familial 
intermittent jaundice and lobar pneumonia, while 2 had 
chronic hepatitis, complicated in one by sepsis and in 
the other by portal hypertension. In the majority, the 
results of liver function tests were normal; in none was 
there any evidence of previous renal dysfunction. 

Renal failure occurred in 16 of the patients within 48 
hours of the onset of shock, with fluid and electrolyte 
depletion, failure persisting after normal circulation had 
been restored. Of these 16 patients, 11 died, but in 5 the 
creatinine clearance value returned to at least 50% of 
normal after one to 3 weeks. In 4 patients renal failure 
developed during a period of prolonged hypotension; 
2 died and 2 recovered rapidly after the blood pressure 
was restored to normal. In 6 cases the blood pressure 
was not recorded, but again there was fluid and salt 
depletion. The clinical and laboratory findings in the 
remaining 4 cases were not complete, and no conclusions 
concerning the aetiology of the renal failure were there- 
fore possible. 

Microscopical examination of liver tissue from 14 
patients did not reveal a typical picture. In those cases 
in which the kidney was examined there was dilatation of 
the distal convoluted tubules with flattening of the epi- 
thelium and luminal casts, both epithelium and casts 
being bile-stained. There was some oedema of the inter- 
stitial tissue and infiltration with lymphocytes and plasma 
cells. 

The authors conclude that the renal failure was caused 
by circulatory disturbances with hypotension and fluid 
and salt depletion. L. Capper 


886. An Analysis of Five Hundred Percutaneous Renal 
Biopsies 

R. M. Kark, R. C. Muenrcke, V. E. PoLiak, C. L. 
PrrANI, and J. H. Kierer. A.M.A. Archives of Internal 
Medicine [A.M.A. Arch. intern. med.| 101, 439-451, Feb. 
1958. 2 figs., bibliography. 


An analysis of symptoms and complications which 
were observed during or following 500 percutaneous 
renal biopsies done in 368 patients is reported. Definite 
symptoms or signs of complications were observed in 
9-8°% of 500 consecutive renal biopsies. There were no 


deaths, and no patient required an operation. Anuria 
was not observed. The only serious complication was 
perirenal hematoma, which was seen in 3 patients and 
which was treated conservatively. Fourteen patients 
developed renal colic, and 3 had prolonged hematuria. 
These two complications were readily controlled with 
simple measures. Renal tissue was obtained in 93% of 
all the biopsies; the tissue was adequate for pathologic 
diagnosis in 80°% of the biopsies. The usefulness of the 
procedure far outweighs the morbidity, and one may 
now consider that percutaneous renal biopsy in the prone 
position is a practical method which can be generally 
applied to the care of the sick.—[Authors’ summary.] 


887. Influence of Fasting on the Immunological Reactions 
and Course of Acute Glomerulonephritis 

J. Brop, V. L. PAvKovA, Z. Hest, and E. 
Lancet [Lancet] 1, 760-763, April 12, 1958. 
3 figs., 26 refs. 


In an investigation carried out at the Institute for 
Cardiovascular Research and the Thomayer Hospital, 
Prague, 29 patients (4 adults and 25 children) with acute 
glomerulonephritis were treated by complete fasting 
(except for 100 ml. of unsweetened fruit juice a day) for 
60 hours, followed by a semi-starvation diet of 500 
Calories a day, consisting mainly of fruit and vegetables, 
until all signs of the “* acute vascular reaction ” (reduced 
glomerular filtration rate (G.F.R.), hypertension, and 
oedema) had subsided. During the course of the disease 
repeated estimations were made of the agglutination by 
the patients’ serum of a suspension of collodion particles 
sensitized with an antigen prepared from normal human 
kidney. The G.F.R., as indicated by the clearance of 
endogenous creatinine in 4-hour periods, was also deter- 
mined serially, and Addis counts and measurements of 
blood pressure and fluid balance were carried out daily. 
Nine children with acute glomerulonephritis treated with 
bed rest and a light diet rich in carbohydrate served as 
controls. 

In 20 of the treated patients a positive titre of collodion 
agglutinins (which is regarded as an index of the intensity 
of the “‘ auto-allergic processes ’’) was found on the day 
of admission and in 2 others on the first day of treatment, 
when it was first estimated; in 4 cases agglutination was 
doubtful and in 3 negative. Positive or doubtful titres 
became negative at the end of the fasting period in 19 
cases, and in 7 the titre decreased. In 3 cases it started 
to rise again when the fasting gave place to a light diet 
containing plenty of carbohydrate. As the collodion 
agglutinin titre fell the G.F.R. started to rise in 16 cases, 
the blood pressure returned to normal, and the oedema 
disappeared in all but one. By contrast, in the control 
group the agglutinin titre, which was positive in 5 cases, 
doubtful in one, and negative in 3 on admission, became 
strongly positive in the subsequent days in all 9. The 
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time taken for disappearance of the agglutinins ranged 
from 4 to 26 days after the start of treatment, compared 
with one to 13 days in the group treated by starvation, 
and disappearance of the signs of the disease was simi- 
larly slow in 8 of the 9 cases. The differences between 
the two groups in the rate of disappearance of the collo- 
dion agglutinins and the speed with which the G.F.R. and 


blood pressure returned to normal were statistically 


significant, but there was no such difference in the dura- 
‘ion of oedema. Fasting had no effect on the course of 
‘he disease in the 3 patients with a negative agglutinin 
‘itre. It is suggested that fasting reduces the severity 
of the antigen-antibody reaction responsible for acute 
zlomerulonephritis. C. Bruce Perry 


%88. The Study of Renal Function in Acute Glomerulo- 
nephritis. (K sBompocy usyyeHua 
-OCTOAHHA 6onesHu Bpaiira) 

N. I. GiLuNova and Ja. P. CALENéUK. Tepaneemuye- 
cxuu Apxue [Ter. Arh.] 30, 77-83, No. 3, March, 1958. 
4 figs., 18 refs. . 


Modern methods of estimating renal function make 
possible the quantitative evaluation of the functional state 
of the glomeruli and. tubules separately. The glomerular 
{ltration rate can be determined from the clearance of 
creatinine, which is filtered through the glomeruli and 
rot reabsorbed by the tubules, while tubular function 
can be evaluated from the clearance of diodone, which 
is excreted largely by the tubules and almost totally in 
one passage through the kidneys. From this the renal 
plasma flow can be calculated and, if the glomerular 
f:ltration rate is known, the filtration fraction (the per- 
centage of the plasma flowing through the kidney which 
is filtered through the glomeruli) can be ascertained. 
la renal disease, however, where it cannot be assumed 
that such substances as creatinine are not excreted by 
the tubules, the calculation of the glomerular filtration 
rate from creatinine clearance cannot be relied on. 

In investigations on a series of cases of glomerulo- 
nephritis the authors found that in the acute stage the 
glomerular filtration rate and the renal plasma flow were 
both diminished, the filtration fraction remaining normal 
or rising slightly. In those cases which progressed to the 
chronic stage tubular function was disturbed more than 
glomerular function, so that the clearance of diodone 
fell relatively more rapidly than that of creatinine. (In 
nephrosis on the other hand creatinine clearance was 
actually increased.) In recovery from acute nephritis 
the clearance of both substances tended to return to 
normal, serial estimations being of value as an index of 
progress. In chronic cases a poor renal concentrating 
capacity was associated with a reduction in creatinine 
clearance. There was, however, no correlation with 
diodone clearance. In the hypertensive form of the 
disease both clearance coefficients were reduced by much 
the same degree, while the filtration fraction remained 
normal or was slightly reduced. In the oedematous 
form the glomerular filtration rate was very low, but the 
diodone clearance might be normal. In a group of cases 
with marked nitrogen retention clearance of both creatin- 
ine and diodone was greatly reduced. Marshall and 
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Crane (Amer. J. Physiol., 1924, 70, 465) and other workers 
. have reported that the clearance of substances excreted 
by the tubules falls with an increase in their concentra- 
tion in the plasma. The present authors found this to 
be the case only when diodone clearance was within 
normal limits, an increase in the concentration of diodone 
in the blood leading to a rise in clearance if this was low 
initially. It is concluded that these two tests are much 
more sensitive than those usually employed, and give a 
clearer picture of the progress of changes in renal 
function. L. Firman-Edwards 


889. Abnormalities of Calcium Metabolism in Patients 
with ‘‘ Idiopathic ’? Urinary Calculi. Effect of Oral Ad- 
ministration of Sodium Phytate 

W. H. Boyce, F. K. Garvey, and C. E. Goven. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
166, 1577-1583, March 29, 1958. 6 figs., 15 refs. 


In this study, reported from the Bowman Gray School 
of Medicine, Winston-Salem, North Carolina, 60 
patients who were known to have formed urinary 
calculi within the preceding year were found to excrete 
distinctly more calcium in the urine (100 to 650 mg. per 
24 hours, average 365 mg.) than did a group consisting 
of 37 normal healthy subjects and 88 patients with “ in- 
active ’’ calculus disease (75 to 350, mean 178, mg. per 
24 hours), although all took an unrestricted diet with a 
similar daily calcium intake. All 148 patients with 
calculosis had normal findings in renal function tests, 
intravenous pyelograms, and serum calcium, phosphate, 
and phosphatase levels, and none had any radiological 
evidence of bone disease. The formation of calculi did 
not depend solely upon hypercalciuria, for 62% of the - 
patients had urinary infections. 

Reduction of the dietary intake of calcium to 150 mg. 
per day and of the intake of vitamin D reduced the 
average daily loss of calcium in the urine to 155 mg. in 
those with “‘ active’ calculus disease and to 90 mg. in 
the other group. The addition to the diet of sodium 
phytate in a dose of 125 to 175 mg. per kg. body weight 
reduced the average daily urinary calcium excretion still 
further, that is, to 63 and 48 mg. respectively in the 2 
groups. The excretion varied widely from time to time 
in any one individual, but all showed less calciuria after 
treatment with phytate and none developed resistance to 
the action of the latter. As was expected, no demineral- 
ization of the bones was noted, despite the low calcium 
intake. 

The efficacy of this low calcium diet and oral adminis- 
tration of phytate in preventing the formation of urinary 
calculi is uncertain, but during this treatment several 
patients passed radiotranslucent stones of low crystalline 
content, suggesting that the matrix of the calculi con- 
tinued to be formed, but was poorly calcified. Two 
patients, however, did form calcareous stones during 
treatment, but both had hydronephrosis and Proteus 
infection of the urine. Other case histories are also 
quoted to illustrate the complexities of calculus forma- 
tion. The authors recommend that sodium phytate 
should not be given in the presence of a haemorrhagic 
tendency, cardiac disease, or renal insufficiency. 

T. B. Begg 
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890. The Relationship of Hyperthyroidism and Parkin- 
sonism 

E. C. Bartes and R. R. Rowart. A.M.A. Archives of 
Internal Medicine [A.M.A. Arch. intern. Med.| 101, 562- 
568, March, 1958. 11 refs. 


The authors review the literature on the simultaneous 
occurrence of Parkinsonism and hyperthyroidism in the 
same patient, which has been cited as a proof of the 
diencephalo-pituitary origin of primary hyperthyroidism. 
From their own observations they conclude that this 
association is infrequent, occurring about once in every 
270 cases of hyperthyroidism. In this paper from the 
Lahey Clinic, Boston, 12 such cases are described. 

The two main problems involved in the diagnosis of 
these two conditions are: (1) the detection of Graves’s 
disease in a patient with Parkinsonism, who is usually 
older and shows little or no thyroid enlargement, and 
(2) to decide whether an adenomatous goitre in a patient 
with Parkinsonism is producing hyperthyroidism. When 
the clinical signs are inadequate for diagnosis laboratory 
procedures, such as determinations of the uptake of 
radioactive iodine, the serum protein-bound iodine level, 
and the basal metabolic rate (B.M.R.), may be of value. 
The authors have found that the most useful final test 
where doubt exists is determination of the B.M.R. 
carried out under thiopentone anaesthesia, this abolish- 
ing muscular tremor and producing true basal condi- 
tions. They suggest that the presence of coexisting 
hyperthyroidism should be suspected in every Parkin- 
sonian patient, since if this is confirmed and treated 
considerable improvement in the Parkinsonism can also 
be expected. D. G. Adamson 


891. The Role of Ectopic Thyroid Tissue in the Genesis 
of Myxoedema. (Le rdéle de l’ectopie thyroidienne dans 
la genése du myxcedéme) 

N. NEIMANN, C. KELLERSHOHN, M. Pierson, and J. 
MARTIN. Archives francaises de pédiatrie [Arch. frang. 
Pédiat.| 15, 315-342, 1958. 7 figs., bibliography. 


The authors report recent studies with radioactive 
iodine undertaken at the University Paediatric Clinic, 
Nancy, in an attempt to throw further light on the patho- 
genesis of myxoedema. In 22 cases (20 in children and 
2 in adults) they explored the neck with the small but 
highly sensitive directional counter of Corbett and 
Honour after the patient had ingested a dose of 200 juc. 
of radioactive iodine. This examination revealed that 
in no fewer than 14 cases the iodine was fixed in an area 
above the usual site of the thyroid gland, either at the 
base of the tongue or near the hyoid cartilage. The 
approximate weight of the ectopic gland was calculated 
and found to range from 1-06 to 8 g. 

As a result of these findings the authors are convinced 
that a high proportion (some 70°) of cases of myxoedema 
in children and young adults are due to a failure of the 
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thyroid gland to descend during foetal life to its normal 
site. The gland consequently fails to develop properly 
to its normal size under pituitary stimulation, and 
although the ectopic gland secretes thyroid hormone, 
the amount is usyally inadequate. The authors point 
out that replacement therapy only serves to depress the 
pituitary excretion of thyrotrophic hormone, and if this 
is discontinued the ectopic gland may enlarge at puberty. 
In such circumstances it may be possible to excise the 
ectopic thyroid tissue and graft it into a muscle mass 
where it may develop sufficiently to supply the patient’s 
need for more thyroid hormone. 

In an addendum to the paper the authors report the 
finding of a further 5 cases of ectopic thyroid out of 6 
cases of myxoedema examined. The paper is illustrated 
with charts of counts taken from the front and side of the 
neck of these patients to show the various sites of the 
ectopic tissue. G. S. Crockett 
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892. The Production Rate of Cortisol in Man 
C. L. Cope and E. Brack. British Medical Journal 
[Brit. med. J.] 1, 1020-1024, May 3, 1958. 1 fig., 12 refs. 


The method here described from the Postgraduate 
Medical School of London for estimating the produc- 
tion of hydrocortisone (cortisol) by the adrenal cortex 
depends upon noting the dilution of an oral dose of 
cortisol labelled with radioactive carbon (!4C) in 
the urinary metabolites. The assumptions made and 
the sources of error in the method are fully discussed. 
In 12 patients convalescent from diseases unlikely to cause 
any adrenal stimulation the mean recovery rate in a 
24-hour sample of urine was 879% of the !4C in the dose 
of radioactive cortisol given. The specific activity of 
the hydrocortisone metabolite, tetrahydrocortisone, in 
the urine of these patients indicated a daily output of 
hydrocortisone ranging from 4-9 to 27-9 mg. (mean 
12-8 or 14-5 mg., according to the method of calculation). 
An experiment on 5 subjects showed that there was no 
significant difference in the mean estimated daily output 


of hydrocortisone whether the radioactive cortisol was. 


given by mouth or by intravenous injection. 

In 12 persons given corticotrophin 76:4°% of adminis- 
tered 14C was recovered in 24 hours. In these conditions 
the estimated cortisol production varied from 21-8 to 
257 mg. per day, with a mean of 127 or 99 mg. daily 
(according to the method of calculation). In 4 cases of 
hypoadrenalism due to Addison’s disease or to hypo- 
pituitarism the mean recovery rate of 14C in 24-hour 
urine was 81°, indicating a mean daily cortisol produc- 
tion of between 0-8 and 1 mg. The inhibition of cortisol 
production by prednisone can sometimes be measured 
by this method, provided that the metabolite prednisolone 


is 
fo 
al 
ol 
in 
di 
4 de 
a 
mil 
E. 
rer 
th 
| to 
| fo 
: 
5 
in 
FP 
hy 
th 
re 
Si. 
ne 
in 
Ci 
au 
a 
] de 
th 
re 
th 
Wi 
89 
Ce 
Tr 
J. 
Ex 
40 
da 
Tes 
tic 
‘ su’ 
ley 


is first removed from the urine by extraction with chloro- 
form. However, there is some evidence that tetrahydro- 
cortisone may be among the metabolites of prednisone 
and consequently high figures may be obtained. In 6 
»atients with various active diseases the mean cortisol 
production ranged from 10 to 31-9 mg. daily, the mean 
oroduction rate being between 18-1 and 22-2 mg. daily. 


in 3 cases of well marked hyperthyroidism the mean 


daily production of cortisol was between 21-9 and 25-3 
mg., while in 3 patients with advanced hepatic cirrhosis 
‘ut without ascites the mean values were between 6-7 and 
»-5 mg. daily. A cortisol production rate of only 1 mg. 
Jaily was found in a pseudohermaphrodite. . 

P. A. Nasmyth 


-93. Hypoaldosteronism with Otherwise Intact Adreno- 
cortical Function, Resulting in a Characteristic Clinical 
Vntity. [In English] 

1). SKANSE and B. HOKFELT. Acta endocrinologica [Acta 
« idocr. (Kbh.)| 28, 29-36, May, 1958. 2 figs., 12 refs. 


The authors report a case of pure hypoaldosteronism 
cccurring in a 56-year-old woman, which they claim is 
tne first such case to be described. On being admitted 
to the General Hospital, Malm6, Sweden, she stated that 
for 11 years she had had frequent attacks of intense 
d zziness, particularly when tired in the evening, and for 
5 years had occasionally fainted without warning. She 
aso complained of tiredness, increased fatigability, 
insomnia, and shortness of breath on exertion. On 
r.uysical examination the only positive finding was 
hypotension (blood pressure 90/65 mm. Hg) in both the 
recumbent and erect positions. The serum sodium level 
was 136 mEq. per litre and the serum potassium level in 
the low normal range. Tests of adrenocortical function 
revealed that water diuresis, resting steroid levels, and 
sicroid response to ACTH (corticotrophin) were all 
normal. Aldosterone, however, could not be detected 
in the urine even after restriction of sodium intake, which 
cused a remarkable increase in the excretion of cortisone 
and hydrocortisone. Administration of ACTH caused 
a considerable retention of sodium. Treatment with 
deoxycortone acetate led to subjective improvement in 
the patient’s condition, and the serum sodium level 
returned to normal. 

The syndrome of hypoaldosteronism is discussed and 
the clinical features in the present case are compared 
with a possibly related.case recorded in the literature. 

A.C. Crooke 


894. Effect of Prednisone on Adrenal Responsiveness to 
Corticotropin in Normal Subjects and in Patients with 
Treated and Untreated Cushing’s Syndrome ~ 

J. GeLter, A. S. ALVAREZ, A. GUTMAN, A. DE FREITAS, 
J. L. Gasritove, and L. J. Sorrer. Journal of Clinical 
Endocrinology and Metabolism [J. clin. Endocr.] 18, 
409-416, April, 1958. 4 figs., 10 refs. 


Prednisone, in a dosage of 20 mg. twice daily for 7 
days, suppresses adrenocortical function and reduces the 
response of this tissue to stimulation with ACTH (cor- 
ticotrophin). The magnitude of this response is mea- 
sured by estimating the free plasma 17-hydroxycorticoid 
level by the method of Silber and Porter before and 2 
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hours after the intramuscular injection of 40 units of 
ACTH gel. In 8 normal subjects the absolute plasma 
17-hydroxycorticoid level after ACTH stimulation was 
found to be significantly lowered by the administration 
of prednisone for 7 days, but the degree of response to 
ACTH was not necessarily altered, because the basal level 
of hydroxycorticoids was also reduced. The authors 
then applied this method to the study of cases of Cush- 
ing’s syndrome without adrenal tumour at the Mount 
Sinai Hospital, New York. © 

In 2 patients with active, untreated Cushing’s disease 
no suppression of the response to ACTH occurred, but 
3 patients in whom the syndrome had been incompletely 
controlled by pituitary irradiation combined with uni- 
lateral adrenalectomy showed full, partial, and no sup- 
pression respectively. The authors then studied 4 
patients who had been treated successfully, as judged by 
disappearance of all the usual clinical and laboratory 
abnormalities; in 2 of these, in whom the disorder had 
been in remission for 5 years or more, the expected 
suppression of the adrenocortical response to ACTH 
occurred, but the remaining 2 patients, whose treatment 
had been completed only 10 and 14 months beforehand 
respectively, showed an abnormal response to ACTH 
after administration of prednisone. The authors suggest, 
therefore, that with successful treatment this abnor- 
mality of adrenocortical function may not return to 
normal as rapidly as the clinical and laboratory findings 
and that this distinction may justify the use of this test 
in the diagnosis of adrenocortical hyperfunction. | 

H.-J. B. Galbraith 


895. Stimulation and Suppression of the Adrenal Cortex 
in Cushing’s Syndrome 


J. D. N. Naparro, A. MoxHam, and G. WALKER. 


Journal of Clinical Endocrinology and Metabolism 
[J. clin. Endocr.] 18, 586-599, June, 1958. 2 figs., 
23 refs. 


Stimulation tests by means of intramuscular injection of 
100 units of ACTH (corticotrophin) daily for one to 3 


days were performed at the Middlesex Hospital, London, 


on 26 patients with normal adrenal function, 23 hirsute 
women, 13 patients with Cushing’s syndrome, and 3 with 
carcinoma of the adrenal cortex without Cushing’s syn- 
drome. The response was assessed from changes in the 
urinary 17-hydroxycorticosteroid and 17-ketosteroid 
excretion. An abnormal increase in urinary 17-hydroxy- 
corticosteroid excretion was found in 15 of the obese 
hirsute females and in 7 of the patients with Cushing’s” 
syndrome due to adrenocortical hyperplasia. The test 
with ACTH, therefore, is not a reliable one for Cushing’s 
syndrome. 

Ina further study of suppression tests using 9 a-fluoro- 
hydrocortisone (fludrocortisone) 10 to 20 mg. of this 
steroid was given daily in fractional doses by mouth for 
3 to 5 days to 11 patients with Cushing’s syndrome. A 
reduction in the urinary steroid excretion was found in 
only 4 of these patients, and the authors therefore suggest 
that such a result is good evidence that the condition is 
due to hyperplasia, although a negative result has no 
significance. It is concluded that in Cushing’s syndrome 
due to hyperplasia these stimulation and suppression tests 
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do not appear to produce a pattern of response which 
would help in the recognition of cases likely to rélapse 
after subtotal adrenalectomy. G. B. West 


896. Cortisone Therapy Prior to Surgical Intervention: 
Incidence and Effect on Adrenal Cortical Function 

A. J. Guitutes. Anesthesia and Analgesia; Current 
Researches (Anesth. Analg. curr. Res.] 37, 47-50, March- 
April, 1958. 8 refs. 


In view of several recent reports of the development of 
adrenocortical insufficiency following stress (including 
surgical operation) in patients who had previously been 
receiving cortisone, the author questioned 2,490 patients 
undergoing operation at New Haven Hospital, Connecti- 
cut, regarding previous medication with steroids. Of 
these, 140 (5-6°%) had had such therapy at some time, 
76 of them for more than 2 weeks. 

In such cases the author institutes the following regi- 
men. Patients for elective operation are given 200 mg. 
of cortisone intramuscularly on the day before operation, 
100 mg. of hydrocortisone intramuscularly at the time of 
premedication, and further doses of hydrocortisone (up 
to 200 mg.) during and at the completion of the opera- 
tion. Patients requiring emergency operation receive 
400 mg. of hydrocortisone intramuscularly before sur- 
gery and further doses during and at completion of the 
operation. In all cases cortisone medication is gradu- 
ally withdrawn during the first 5 postoperative days. Of 
39 of the above 76 patients so treated only one developed 
adrenal cortical insufficiency. Mark Swerdlow 


897. A Bibliography of Internal Medicine: Addison’s 
Disease 

A. L. Bioomrietp. Stanford Medical Bulletin [Stanf. 
med. Bull.) 16, 1-14, Feb., 1958. 


DIABETES MELLITUS 


898. Diabetes Mellitus without Glycosuria, 
mellitus uden glukosuri) 

J. PeperseN, E. S@NDERGAARD, and N. I. NISSEN. 
Ugeskrift for Laeger (Ugeskr. Laeg.] 120, 395-405, 
March 27, 1958. 2 figs., 15 refs. 


At the Frederiksberg Hospital, Copenhagen, the 
authors carried out fasting and 24-hour blood sugar 
estimations and glucose tolerance tests on 40 patients 
between the ages of 36 and 81 who, although failing to 
show glycosuria, were suffering from complaints which 
are commonly associated with diabetes mellitus. Of 
these patients, 14 were obese, 11 showed evidence of 
atherosclerosis, 9 gave a family history of diabetes, 4 had 
the “* diabetic facies ”, and 2 were under observation for 
other endocrine disorders. The main diagnosis in 31 
of the patients was cardiovascular disease. A group of 
10 patients with no evidence or history of diabetes were 
similarly investigated as controls. 

A patient was judged to be diabetic if he fulfilled at 
least two of the following criteria: (1) fasting blood sugar 
level in excess of 130 mg. per 100 ml.; (2) a maximum 
blood sugar level in the glucose tolerance test in excess 


(Diabetes 


of 240 mg. per 100 ml. or a level of over 130 mg. per 
100 ml. for 3 hours; (3) at least one blood sugar level 
reading over 200 mg. per 100 ml. in the 24-hour test or 
an average blood sugar level in excess of 150 mg. per 
100 ml. On these criteria 8 patients were found to be 
overt diabetics, although 3 of these did not even show 
glycosuria during the glucose tolerance test. In 12 cases 
further observations were thought to be necessary since 
they had higher blood sugar levels and poorer glucose 
tolerance than the normal, though not fulfilling the 
criteria mentioned. No overt diabetics were discovered 
in the control group. 

The significance of these observations is discussed, 
particularly in the light of the absence of diabetic symp- 
toms in patients without glycosuria, although one of these 
patients was found to have diabetic retinopathy, showing 
that the complications of the disease can arise in the 
absence of glycosuria. H. F. Reichenfeld 


899. Glucagon Treatment of Insulin Reactions 

H. Erick, T. A. WITTEN, and Y. Arar. New England 
Journal of Medicine [New Engl. J. Med.] 258, 476-480, 
March 6, 1958. ‘6 refs. 


Studies on the treatment of 41 induced and spontaneous 
insulin reactions in 18 diabetic patients with crystalline 
glucagon are presented. One or 2 mg. of glucagon 
administered intramuscularly or subcutaneously was 
found to be an effective and convenient agent for the 
relief of hypoglycemic attacks. The advantages of glu- 
cagon over glucose for the treatment of certain types 
of insulin reactions both in the hospital and at home are 
pointed out.—[Authors’ summary.] 


900. The Effect of CO. Inhalation on the Conjunctival 
Vessels, Blood pH, and pCO> in Young Diabetic Subjects 
D. B. Murray and J. Dirzer. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.| 51, 370-380, 
March, 1958. 4 figs., 33 refs. 

An alarmingly high percentage (87:5) of patients with 
juvenile diabetes who have survived for 20 years from the 
onset of their disease develop cardiovascular-renal 
disease and die of it. By the age of 30 years 63% of 
these patients have retinopathy and 29% have retinitis 
proliferans. The first sign of retinopathy in juvenile 
diabetic patients is venous congestion, which is particu- 
larly pronounced in young patients with poorly con- 
trolled disease, with or without clinical keto-acidosis. 
The authors, writing from Harvard Medical School, 
consider it possible that either tissue acidosis or varia- 
tions in the CO, tension may cause venular dilatation, 
the apparent precursor of retinopathy in diabetic subjects, 
and in this study they have observed in 16 young diabetics 
the effect on the conjunctival vessels of an increase in the 
pCO, of the tissues and blood produced by inhalation of 
5°% carbon dioxide. The pH and pCO of the blood 
and the plasma bicarbonate level were first estimated 
and the conjunctival vessels observed and photographed 
under basal conditions, these same procedures being 
then repeated after 25 minutes’ inhalation of 5% CO. 

There appeared to be a wide variation in the pH of the 
blood and therefore in its capacity to buffer. After the 
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inhalation of CO2 the smaller conjunctival blood vessels 
showed generalized congestion, with dilatation of the 
venules. The vascular response was uniform in type, 
but differed quantitively from subject to subject; the 
patients with retinopathy were found to resist poorly the 
respiratory acidosis caused by changes in pCO». It is 
concluded that these findings indicate the possibility of a 


causal relationship between a disturbance in acid—base | 


metabolism—more specifically poor buffering ability— 
and the vascular disease affecting the retina, kidneys, and 
conjunctiva in diabetics. John Lister 


The Neuropathies of Diabetes 
J F. Sututvan. Neurology [Neurology (Minneap.)) 8, 
243-249, April, 1958. 2 figs., 11 refs. 


The author suggests that there are two main clinical 
t:pes of diabetic neuropathy, although both may occur 
ir the same patient. The better known variety is a sym- 
metrical distal neuropathy which is insidious in onset 
avd predominantly sensory in type; this variety occurs 
cl iefly in diabetics with long-standing, inadequately con- 
trolled disease. The second variety, to which he draws 
special attention, is an asymmetrical predominantly motor 
neuropathy; this may be accompanied by a considerable 
amount of pain, which may be the first evidence of mild 
di:betes. This type tends to recover spontaneously. 
In his opinion it seems probable that the basis of this 
second type may be occlusion of nutrient blood vessels 
to the peripheral nerves. Of the author’s series of 42 
patients with diabetic neuropathy seen at the New 
England Center Hospital, Boston, 11 had symmetrical 
distal neuropathy (Type 1), 25 had asymmetrical motor 
neuropathy (Type 2), and 6 had a combination of the two 
types. J. W. Aldren Turner 


902. The Plasma Insulin-I/>! in Diabetic Patients 
R. E. BoLInGer and H. J. Grapy. Annals of Internal 


Medicine [Ann. intern. Med.] 48, 753-764, April, 1958. 
3 tigs., 23 refs. 


Twenty diabetic subjects [seen at the University of 
Kansas Medical Center, Kansas City] were classified 
clinically according to history of weight loss, response to 
insulin, and history of acidosis. Four groups were 
defined for this study: a normal group, a group of obese 
diabetics, a group of adult diabetics dependent upon 
insulin but without a history of acidosis, and a group of 
diabetics with onset during the growth period and with 
a history of acidosis. 

The disappearance curve for insulin—!31I from the 
plasma was studied, and was found to consist of an initial 
rapid phase, completed in a few minutes, and a slower 
second phase following a logarithmic relationship. The 
two parameters of the disappearance during the slow 
phase were studied, using the extrapolated value for con- 
centration at time zero as a measure of the distribution 
of the labelled insulin, and using the slope of this curve 
as a measure of the disappearance of the labelled material. 
Neither parameter alone was characteristic of any of the 
clinical groups, with the exception of the initial concen- 
tration of insulin for the obese group, which was signifi- 
cantly lower than that for the normal group. 
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The size of the unlabeled insulin pool in the body is 
not readily determinable but can affect the disappearance 
rate for the labeled insulin. For this reason, caution 
should be exercised in correlating data obtained from the 
use of labeled insulin with the clinical data.—[Authors’ 
summary.] 


903. Asymptomatic Gastric Retention in Diabetics 
(Gastroparesis Diabeticorum) 

P. KASSANDER. Annals of Internal Medicine [Ann. 
intern. Med.| 48, 797-812, April, 1958. 6 figs., 16 refs. 


From the Veterans Administration Hospital, Manches- 
ter, New Hampshire, the case is described of a man aged 
36, diabetic since 1949, who because of episodes of 
diarrhoea was given a barium meal. Radiography 
showed a greatly dilated stomach, which took 24 hours 
or more to empty. The patient complained of some loss 
of appetite, but had no other gastric symptoms. Gastro- 
scopy revealed chronic superficial gastritis, although a 
gastric biopsy specimen showed normal gastric mucosa. 
When the radiological examination was repeated 3 years 
later it showed no change whatever in the degree of gas- 
tric retention. In view of this finding the author then 

examined 26 other diabetic patients and found delay in 
emptying of the stomach in 6 of them, details of which 
are presented. 

In these cases the impression gained was that of a dis- 
turbance of propulsion, and the x-ray appearances were 
similar to those of gastric hypotonia following vagotomy. 
Thus, the author concludes, it appears that a diabetic at 
some point in the progression of his disease may “‘ vago- 
tomise himself as far as the functional motor effectiveness 
of his stomach is concerned”. Various attempts at 
treatment were uniformly unsuccessful. K. O. Black 


904. Effect of Cortisone on Development of Diabetic 
Acidosis 
N. KaAcant. Lancet [Lancet] 1, 925-927, May 3, 1958. 
3 figs., 19 refs. 


In a study reported from the Royal Victoria Hospital 
(McGill University), Montreal, 8 reasonably well con- 
trolled diabetic patients ranging in age from 8 to 65 
years were fasted for 39 hours, during which time water 
was allowed ad lib. but no insulin was administered; in 
5 patients an intravenous glucose—insulin tolerance test 
was carried out. The entire experiment was then re- 
peated after an interval of 3 to 7 days exactly as before, 
except that cortisone acetate, 50 mg. 4-hourly for 7 
doses, was administered. ss 

Cortisone caused an increase in the blood sugar level 
in all but 2 of the patients, but had no consistent effect 
on ketonaemia or carbon dioxide combining power, and 
the serum fatty acid content was unaffected in the one 
case in which it was measured. Insulin responsiveness 
was diminished after administration of the cortisone in 
3 out of 5 patients. Cortisone increased the excretion 
of glucose, but had no consistent effect on the urinary 
excretion of nitrogen and potassium. From _ these 
observations the author concludes that cortisone does 
not contribute to the development of diabetic ketosis. 


I. McLean Baird 
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905. A Study of Resorption of Radioactive Sodium 
from an Intradermal Depot in Acute Rheumatism. 
(Accnenopanue -pesop6unu HaTpHaA-24 BHYTPHKO- 
NpH peBMaTH3Me) 

A. L. SyrKIn. Tepaneemuyecxuu Apxue [Ter. Arh.]} 
30, 70-76, No. 3, March, 1958. 4 figs., 15 refs. 


The author affirms that in the pathogenesis of rheuma- 
tism one of the most important factors is an increased 
permeability of the capillaries. This can be studied by 
observing the resorption of radioactive sodium (24Na) 
from an intradermal depot. If C; is the amount of 
radioactivity at time T,, and C2 its amount at time T2, 
then the resorption constant, K, is given by the formula: 


log C;—log C2 
= by Kety (Amer. Heart J., 
K 04343 shown by Kety (Amer. Hear 


1949, 38, 321; Abstr. Wild Med., 1950, 7, 267). 

In rheumatism two factors come into play: (1) the 
capillary permeability, which increases K, and (2) the 
condition of the circulation, impairment of which lowers 
K. Thus in 50 healthy persons, examined as controls, 
K varied from 0-072 to 0-116, whereas in 100 patients 
with active rheumatism it ranged between 0-032 and 
0-191. These patients were then divided into three 
groups: (1) of 51 patients in the early stages of rheuma- 
tism without signs of circulatory disturbance, the resorp- 
tion constant was raised in 24, was normal in 23, and 
below normal in 4; (2) of 33 patients with heart damage 
more or less compensated, K was raised in 13, normal in 
9, and lowered in 11; while (3) of 16 patients in cardiac 
failure, K was raised in 3, normal in 4, and subnormal 
in9. Finally, in a series of 36 patients with heart disease 
but no active rheumatism the resorption constant was 
normal in 10 and lowered in 26. All the patients in the 
latter group showed decompensation at, or soon after, 
the time of the observations, although some of them gave 
a negative response to the blister test, which the author 
considers less sensitive than his method. 

The resorption constant remains high for some time 
after the attack of rheumatism has subsided clinically, 
and also after the erythrocyte sedimentation rate has 
fallen to normal. That the increased permeability of 
the capillaries is due to an increased amount of hyaluroni- 
dase present is shown by the fact that of 41 rheumatic 
patients without cardiac decompensation, among 26 
with an increased hyaluronidase value there was a much 
higher proportion (19) with a raised resorption constant 
than among those with a normal titre (8 out of 15). 

L. Firman-Edwards 


906. Anti-streptolysin O Titre in Rheumatic Carditis 

E. N. CHAMBERLAIN, C. A. St. Hitt, and S. Cope. 
British Heart Journal [Brit. Heart J.] 20, 183-190, April, 
1958. 1 fig., 16 refs. 


The authors, accepting the current view that the various 
manifestations of acute rheumatism are due to infection 
with Group-A f-haemolytic streptococci, have studied 


the serum antistreptolysin-O (ASO) titre in cases of the 
disease over prolonged periods in an attempt to re-assess 
its value as an index of rheumatic activity, especially in 
the heart. Most of their observations were made on 
children aged 5 to 18 years at St. Joseph’s Heart Hospital, 
Rainhill, Liverpool, to which they were usually admitted 
after the acute stage of the rheumatic process was thought 
to be over to continue their education under medical 
supervision, often remaining there for several years, 
Some, however, were considered to be still in the active 
stage on admission, while others showed evidence of 
fresh rheumatic activity during their hospital stay. 
Estimations of the ASO titre were performed in each 
case (together with other diagnostic tests, the results of 
which are not analysed here) at approximately fortnightly 
intervals, the average number of estimations being 12 
per child. The cases studied were divided into six 


groups: (1) controls (10 cases of quiescent rheuma-. 


tism and 8 of congenital heart disease); (2) uncompli- 
cated rheumatic fever (15 cases); (3) uncomplicated 
chorea (12 cases); (4) rheumatic carditis (25 cases); 
(5) fever not attributable to the rheumatic state (11 cases); 
and (6) congestive heart failure (8 cases). 

In Group 1 the ASO titre was often as low as 12 to 
50 units, but in a considerable number of cases it ranged 
from 150 to 250 units, which is above the upper limit of 
the normal range accepted by most authorities, although 
there was no parallelism between these raised levels and 
any manifestation of the rheumatic state. The highest 
values (500 to 1,250 units) were found in Group 2, there 
being no difference between the levels found in first and 
subsequent attacks. In Group 3 the titres varied widely, 
from low normal (12 units) to very high (1,250 units). 
In Group 4 the titres were not particularly high except 
when the carditis was accompanied by other signs of 
theumatic activity. In Group 5 the titre rose on occasion 
as high as 350 units, and the authors therefore regard 
it as evident that such a rise in ASO titre is not necessarily 
of rheumatic origin. 

In general the results did not indicate that the ASO 
titre was of direct value in helping to assess the evidence 
of rheumatic activity. The reason for the great rise in 
ASO titre in acute articular rheumatism and the much 
less significant rise in cases of carditis is obscure, and the 
possibility is put forward that a separate antigen-antibody 
reaction is responsible for the heart lesion. 

[It is difficult to interpret the results fully, as in some 
groups only a few typical examples of the figures obtained 
are given. It seems to the abstracter that the significance 
of the findings is diminished by the fact that the authors 
rarely had an opportunity to study new cases from the 
onset of the disease. One wonders how far it is justifiable 
to ignore an increased ASO titre in so-called “* quiescent 
cases” and during febrile episodes in children with a 
rheumatic history when there is no adequate explanation 
for the fever other than the rheumatic state.] 

John Lorber 
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CHRONIC RHEUMATISM 


907. A Contribution to the Study of Juvenile Rheuma- 
toid Arthritis and Its Cervical Localization. (Contri- 
bution a l’étude de la polyarthrite chronique évolutive 
de l'enfant, ses localisations cervicales) 

J. Le Baupour and R. H. FrReyBerG. Semaine des 


hépitaux de Paris [Sem. Hép. Paris] 34, 1120-1129, — 


April 18, 1958. 7 figs., 14 refs. 


The authors have reviewed the records of 28 cases of 
cuvenile rheumatoid arthritis, 22 in females, seen during 
-he past 15 to 20 years at the New York Hospital—Cornell 
“Medical Center, New York; all but 5 of the cases had 
een under observation for more than 4 years. In 13 
‘here was clinical and radiological evidence of affection 
of the cervical spine, and in 3 others clinical signs only, 
while there were 2 cases of ankylosing spondylitis in 
children. 

The cervical spine is most frequently affected at the 
lovel of C2 or C3, the first sign being irregularity of the 
ticular surfaces of the posterior joints. This is followed 
ty fusion of the facets, and then in many cases by narrow- 
ing of the corresponding disk space. Some atrophy of 
tne vertebral bodies concerned may occur, but complete 
fision of the vertebral bodies was not seen in this series. 
Subluxation of the first cervical vertebra on the second 
was discovered in 2 cases. Since this caused restriction 
c’ cervical movement the authors urge that such cases 
s.ould be examined and treated with circumspection. 
Underdevelopment of the mandible was noted in 8 
cases, and the authors suggest that the abnormal stiff- 
ness and posture of the head and neck, together with 
inflammatory changes in the temporo-mandibular joints, 
may be responsible for this development. In none of 
these cases did radiography reveal any changes in the 
dorsal or lumbar spine; some minor sacro-iliac abnor- 
nialities were found in 3 patients grown to adult life, but 
these changes appeared to be different from those seen in 
the cases of ankylosing spondylitis. B. E. W. Mace 


908. A Survey of Rheumatoid Arthritis in West Cornwall. 
A Report to the Empire Rheumatism Council 
E. R. HARGREAVES. Annals of the Rheumatic Diseases 


[Ann. rheum. Dis.] 17, 61-75, March, 1958. 6 figs., 
25 refs.. 


The western tip of Cornwall around Penzance contains 
a mixed urban, rural, and coastal community of which 
the population (42,903) is relatively stable and the age 
and occupation of its members are known. At the 
request of the Empire Rheumatism Council the author 
examined all reputed cases of rheumatoid arthritis in 
this area, these being obtained from the records of local 
doctors, district nurses, the hospital physiotherapy de- 
partment, and other [unstated] sources. Out of 262 
reported cases he accepted 150 as having definite clinical 
rheumatoid arthritis. Radiological and serological evi- 
dence was not sought. [Thus the survey tended to be 
restricted to those subjects who complained of rheumatoid 
arthritis. ] 

The incidence of rheumatoid arthritis thus found was 
44 per 1,000 of the population. The age of onset was 
U 
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most frequently in the decade 45 to 54, with a tendency 
to be earlier in the more severe cases. There were 22 
men and 128 women (ratio 1:5-5). Actiological factors 
were investigated in 113 cases and in 110 control subjects 
selected from local doctors’ medical lists as being matched 
for age, sex, and place of residence. No significant 
association was found between rheumatoid arthritis and 
a history of predisposing trauma or a history of rheu- 
matic fever, nor with a personal or family history of 
diabetes or thyroid disorders. Information was also 
collected on the association between rheumatoid arthritis 
and pulmonary tuberculosis or allergic and skin disorders, 
but the numbers were too small to allow of any definite 
conclusion. A significant association was found, how- 
ever, between rheumatoid arthritis and a history of psy- 
chological stress or a family history of arthritis; thus 
35°%% of the rheumatoid patients reported a history of 
arthritis in a near relative, compared with only 3°% of the 
controls, and this was substantiated by clinical examina- 
tion or inspection of hospital records which showed 
arthritis in 17°% of the families of the patients, compared 
with 2:7% of families of controls. The group of patients 
included more spinsters (28) than the control group (9), 
and as a group had fewer siblings and children. The 
onset of symptoms occurred within 2 years of the meno- 
pause in one-third of the women, and a striking remission 
of the arthritis was remembered to have occurred during 
10 out of 11 pregnancies. 

The findings are compared with those of previous 
British surveys and illustrated with relevant local detail, 
particularly in regard to occupation of the patients. 

- Allan St. J. Dixon 


909. Subcutaneous Haemorrhages in Rheumatoid Pa- 
tients Treated with Prednisone 

G. M. Nasuetsky and C. J. SmytH. Annals of the 
Rheumatic Diseases [Ann. rheum. Dis.] 17, 76-82, March, 
1958. 2 figs., 11 refs. 


The authors report, from the University of Colorado, 
Denver, the occurrence of subcutaneous haemorrhages 
in 44 out of 109 patients with rheumatoid arthritis 
treated with long-term maintenance doses of prednisone 
(10 to 20 mg. per day). The lesions were painless, 
occurred mainly on the arms and trunk, and varied in 
size from a few millimetres in diameter to extensive 
bruising over the whole forearm. They appeared spon- 
taneously or could be evoked by minor trauma, and were 
not seen in patients under 30 years of age. The haemor- 
ys tendency disappeared when prednisone was with- 

wn. 

The following tests were carried out on the first 11 
patients showing the lesions: determinations of the 
haemoglobin level, haematocrit, erythrocyte count, leuco- 
cyte count (total and differential), platelet count, bleed- 
ing time, blood clotting time, prothrombin time, serum 
ascorbic acid level, capillary resistance (by the positive- 
pressure method in 11 cases and also by the negative- 
pressure suction-cup method in 9), total and differential 
levels of the serum proteins, blood recalcification time, 


prothrombin consumption, thrombin time, coagulo- | 


gram, and fibrinolysis. In all these tests the results were 


| 

| 

| 
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considered to be normal or within the expected range for 
patients with rheumatoid arthritis. Skin biopsy examina- 
tion in 4 cases was not helpful. The authors compare 
the lesions with those seen in senile purpura, and suggest 
that there may be a defect in the normal haemostatic 
mechanisms or in the supporting structures around the 
capillaries in patients with rheumatoid arthritis treated 
with prednisone. Allan St. J. Dixon 


910. Hydrocortisone and Prednisolone in Rheumatoid 
Arthritis 

R. G. Rosinson. Medical Journal of Australia [Med. 
J. Aust.) 1, 523-528, April 19, 1958. 14 refs. ; 


In a careful study carried out at the Royal North Shore 
Hospital, Sydney, the effects of hydrocortisone and its 
newer derivative prednisolone were compared in 28 cases 
of rheumatoid arthritis. After a baseline of activity had 
been established by preliminary examination, treatment 
was started with hydrocortisone in a dose which achieved 
reasonable and measurable suppression of the arthritis. 
After a varying interval comparative tests of function 
were carried out, prednisolone was substituted for the 
hydrocortisone, tablet for tablet, without the knowledge 
of patient or attendants, and further comparative obser- 
vations were made. 

Improvement in the general condition occurred with 
hydrocortisone, and in almost all cases there was addi- 
tional improvement on changing to prednisolone. As 
judged by Steinbrocker’s system of grading, improvement 
in the joints followed the same pattern. The haemoglo- 
bin content of the blood increased during treatment with 
prednisolone, but not with hydrocortisone. The water 
and salt balance was not disturbed by prednisolone in 
moderate dosage. 

The most marked difference between the two drugs 
was in the incidence of obesity, oedema, and facial 
rounding, which was lower with prednisolone. How- 
ever, there was a slightly greater frequency of dyspepsia 
with the newer steroid. Oswald Savage 


911. Treatment of Rheumatoid Arthritis with Quina- 
crine and Chloroquine. [In English] 

A. ENGESET. Acta rheumatologica Scandinavica [Acta 
rheum. scand.] 4, 28-39, 1958. 2 figs., 16 refs. 


The author gives an account of his use of quinacrine 
and chloroquine in the treatment of rheumatoid arthritis 
at Rogaland Hospital, Stavanger, Norway, since 1952. 
Apart from toxic effects, no differences in the actions of 
the two drugs were observed, and they are discussed 
together. The usual doses were: quinacrine, 100 mg. 
daily for a year, and chloroquine, 250 mg. daily for a 
year; the follow-up period was long, up to 4 years in 
some instances. 

’ At first only patients with severe, active disease were 
treated, and the 41 cases now reported represent less than 
one-third of the total number admitted with rheumatoid 
arthritis. In 34 of these 41 there was subjective and 
objective remission. The erythrocyte sedimentation rate 
fell in 24 of the 31 cases in which it was high initially. 
In the majority of cases relapse occurred about 3 months 
after treatment was stopped. A second course of treat- 
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ment produced the same response as the first course, 
but this was only possible in about half the patients who 
relapsed, the appearance of toxic effects in 14 cases 
necessitating discontinuance of treatment before the end 
of the first year. The complications included vomiting, 
psychosis, and dermatitis, and occurred chiefly in those 
given quinacrine; chloroquine did not give rise to any 
serious toxic reactions. 

The author admits that evaluation of the results is 
difficult as placebo effects and spontaneous improvement 
have both to be considered; but he is impressed by the 
uniformity in time at which improvement began after 
starting treatment and subsequent relapse occurred when 
treatment was stopped, and by the conformity between 
subjective and objective changes. K. C. Robinson 


912. Osteoarthritis of the Knee: Treatment by Local 
Injection of Salicylate Compounds 

K. A. Ross, J. H. MAYER, and M. M. SHEPHERD. British 
Medical Journal [Brit. med. J.) 1, 1040-1043, May 3, 
1958. 23 refs. 


The authors report, from Pembury Hospital, Pembury, 
Kent, the results of treating 53 patients (12 male and 41 
female) aged 34 to 79 suffering from osteoarthritis of the 
knees with intra-articular injections of 5% benzyl 
salicylate in arachis oil in a dose of 0-1 to 0-3 ml. injected 
by means of a tuberculin syringe, usually without anaes- 
thetic, such injections being given at weekly intervals for 
6 to 8 weeks. In addition 18 knees were also treated by 
intraosseous injection of 0-2°% aqueous solution of 
salicylic acid with 1% sodium citrate under a general 
anaesthetic. The indication for giving an injection into 
the bone was persistent pain as the main symptom after 


-completion of the course of intra-articular injections. 


Intraosseous injections were given above the joint into 
the medial condyle of the femur distal to the adductor 
tubercle, and below it into the medial condyle of the tibia 
2 finger-breadths below the joint line, a dose of 50 to 
80 ml. of the solution being divided equally between the 
two sites. 

An analysis of the patient’s condition was made before 
the start of treatment and at a mean of 6 months after its 
completion, and progress compared with that in the 6 
months before treatment, the assessment (made by an 
assessor not concerned in the trial) being based on the 
amount of pain, the range of movement of the knee, and 
the effect on function as shown by greater ease in per- 
forming various everyday activities. The patient was 
also asked to make his own assessment. The results of 
treatment of 88 knees were considered to be “‘ excellent ” 
in 24, *“* good ” in 27, “ fair’ in 16, and “* poor ” in 21; 
thus 67 knees showed improvement (in 51 considerable) 
in the 6 months after starting treatment, whereas only 6 
had done so in the 6 months before this treatment. The 
patients themselves were “ enthusiastically pleased” 
with the results in 35 knees, “* pleased ” in 29, ‘* doubtful ” 
in 15, and considered the treatment ‘* not worth while ” 
in 9. The results in patients receiving intraosseous in- 
jections in addition were very similar to those for the 
whole series. [There was no control group.] 

C. E. Quin 
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¢13. The Ground Substance of the Central Nervous 
in Man 

. OZZELLO, M. LENDING, and F. D. SPEER. American 
: ‘gurnal of Pathology [Amer. J. Path.] 34, 363-373, 
March-April, 1958. 4 figs., 17 refs. 


The authors, at New York Medical College, stated 
t» determine whether the features of the ground substance 
c! the central nervous system of the rat, mouse, and 
g 1inea-pig, as described by Hess (J. comp. Neurol., 1953, 
93, 69, and 1955, 102, 65; A.M.A. Arch. Neurol. Psychiat., 
1 155, 73, 380) could be demonstrated in human material 
and, if so, their relationship to the clinical problem of the 
b ood-brain barrier. Using various histochemical meth- 
ois and staining techniques, they examined different 
segments of 18 specimens of the central nervous system 
fiom human embryos (8 weeks intra-uterine life), 
fcetuses, infants, children, and adults. On selected 
sections digestion with hyaluronidase was carried out, 
the sections being then stained by the method of Ritter 
aid Olson. No ground substance of the nervous tissue 
histochemically comparable to that of other tissues was 
observed within the centrai nervous system, but a ground 
substance was noted in the blood-vessel walls analogous 
tc that in the vessels of other organs. This was,thought 
to be of an acid and neutral mucopolysaccharide nature. 
There was some indication that this vascular ground sub- 
stance “* might be related to the controversial blood- 
brain barrier ”’. R. Wyburn-Mason 


914. Observations on Huntington’s Chorea Based on a 
Queensland Survey 

N. PaRKER. Medical Journal of Australia [Med. J. 
Aust.] 1, 351-359, March 15, 1958. 4 figs., 30 refs. 


The observations herein reported on certain aspects of 
Huntington’s chorea, especially the psychiatric mani- 
festations, are based on the results of a recent survey of 
the disease in Queensland, Australia. The condition is 
transmitted as a dominant gene which is not sex-linked. 
The author describes monozygotic twins, both of whom 
developed chorea at the same age—namely 42 years— 
with similar paranoid mental symptoms, progressing to 
dementia and death within a few months of each other 
at the age of 66 years. 

The incidence of the disease was 2:3 per 100,000 
population. In many cases hysteria was diagnosed, and 
the author emphasizes that the correct diagnosis can be 
established only by careful study of the patient’s family 
history. Mental symptoms did not develop in all the 
patients, but “‘ every variety of psychiatric syndrome ” 
was Observed. The only constant feature of the disease 
was deterioration in intelligence in the advanced stages. 
The author considers that mental symptoms, except 
dementia, may be environmentally induced, especially 
in patients with criminal records. There was no evidence 
to support the suggestion that fecundity is excessively 
high in patients with chorea; the rate of reproduction 
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explained. 
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appeared to be determined entirely by social factors. 


. Studies of abnormal muscle movement, premorbid per- 


sonality, changes in the electroencephalogram, linking 
of genes, and biochemical changes were of little help in 
predicting the onset of chorea. I. Ansell 


DIAGNOSTIC METHODS 


915. Pattern, Stability and Correlates of Photic-electro- 
encephalographic Activation 
G. A. Uxetr and L. C. JoHnson. Journal of Nervous 
and Mental Disease [J. nerv. ment. Dis.] 126, 153-168, 
Feb., 1958. 4 figs.; 25 refs. 


From a study reported from the U.S. Air Force School 
of Aviation Medicine and Washington University, St. 
Louis, of the patterns, stability, and correlates of photic 
activation of the electroencephalogram (EEG) in 182 
healthy adult males (mean age 20-2 years) and 53 psychia- 
tric patients it is inferred that “‘ photic driving” is a 
universal phenomenon, with a peak response in the 
alpha range, and that the shape of the “‘ driving” pro- 
file remains relatively stable through time, though the 
amount of driving at each frequency tends to fluctuate. 
The fluctuations showed no obvious relationships to 
gross psychological or physiological variables, but cor- 
relations might, it is thought, be obtained with the use of 
more sensitive measures of personality. 

Marked or extreme photic activation was observed in 
25% of the patients and 9°% of the controls; paroxysmal 
activation was rare with stimulation below 10 c.p.s. 
No difference in photic activation was found between 
schizophrenic and non-schizophrenic patients, but a low 
convulsive threshold was significantly related to marked 
EEG activation in both. Some possible theoretical im- 
plications are discussed, and it is suggested that photic 
activation may have a clinical importance as yet un- 
J. L. Standen 


916. The Electroencephalogram in Diffuse Encephalo- 
pathies. Significance of Periodic Synchronous Discharges 
S. Lesse, P. F. A. Hoerer, and J. H. Austin. A.M.A. 
Archives of Neurology and Psychiatry [A.M.A. Arch. 
Neurol. Psychiat.) 79, 359-375, April, 1958. 11 figs. 


It has been considered that periodic synchronous out- 


bursts of abnormal slow-wave activity in the electro- — 


encephalogram (EEG) are pathognomonic of subacute 
leuco-encephalitis of the types described by van Bogaert 
and by Dawson. In this paper from the Neurological 
Institute, Presbyterian Hospital, New York, the authors 
record in considerable detail one typical case of this con- 
dition, and also more briefly 10 further cases which 
showed similar EEG records, the latter including 4 
cases of varying types of encephalitis, 3 of myoclonic 
epilepsy, and 3 of diffuse cerebral abnormality. They 
comment that although these cases ran different courses 
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—3 of their patients recovered, 2 fully and one partly— 
they all had in common a group of symptoms consisting 
of organic mental impairment, myoclonic seizures, 
generalized convulsions, rigidity, and dyskinesia of a 
choreo-athetoid pattern. At necropsy, performed in 4 
cases, extremely severe diffuse cortical involvement was 
found in all. 

In view of the widely varying aetiology in this group 
of cases the authors consider that it would be a serious 
mistake to diagnose subacute leuco-encephalitis on the 
EEG pattern alone. The fact that the periodic abnor- 
malities in the EEG are seen in severe lesions of the 
cortex with some additional involvement of subcortical 
structures strongly suggests that the discharges probably 
arise in deep subcortical areas which, at least in the 
beginning, are still capable of some function. 

N. S. Alcock 


917. Electroencephalography in Subdural Hematoma 
and Effusion in Infants 

M. SrreirLerR, E. FREUNDLICH, and A. J. BELLER. 
A.M.A. Journal of Diseases of Children [A.M.A. J. Dis. 
Child.] 95, 25-29, Jan., 1958. 3 figs., 19 refs. 


There have been only a few reports dealing exclusively 
with the electroencephalographic (EEG) findings in sub- 
dural haematoma in infancy. At Hadassah University 
Hospital, Jerusalem, abnormalities were found in the 
EEG records of 13 out of 14 cases of surgically confirmed 
subdural haematoma or effusion in infants aged from 3 
to 19 months, there being flattening (voltage reduction) 
and slowing in 11 cases and in 2 a general diffuse slow- 
ing; the EEG of one 6-month-old infant was found 
to be within normal limits, in spite of a considerable 
amount of fluid in the left subdural space. 

The EEG changes are not specific or pathognomonic, 
but may help in the diagnosis, since the symptoms and 
signs of subdural haematoma and effusion in infants 
are often non-specific and the aetiology sometimes 
obscure. In these young patients early diagnosis and 
treatment are of paramount importance as later com- 
plications may thereby be prevented. It is the authors’ 
opinion that an abnormal EEG necessitates the immediate 
performance of a subdural puncture or burr hole, 
whereas a more conservative approach is justified if the 
EEG is normal. J. L. Standen 


918. Bemegride as an Activator in Electroencephalo- 
graphy 

J. Brncie. British Medical Journal [Brit. med. J.] 1, 
923-926, April 19, 1958. 13 refs. 

Bemegride (f-ethyl-8-methylglutarimide) is recognized 
as a barbiturate antagonist and an activating agent in 
electroencephalography (EEG). This paper from Uni- 
versity College Hospital, London, reports its use as an 
activator in EEG in 40 patients, most of whom had 
temporal-lobe epilepsy, and in 10 healthy medical 
students who served as controls. Routine recordings 
were first taken and then, with the sphenoidal electrodes 
in place, rapid intravenous injections of bemegride were 
given at intervals of 2 or 3 minutes, starting with a dose 
of 10 to 25 mg. which was subsequently increased to 25 


to 40 mg. The total dosage ranged from 20 to 160 
(average 80) mg. With doses of this order minor side- 
effects were common in both the controls and the patients, 
taking the form of subjective twitchings of the facial. 
muscles and in some cases of the limbs, while with doses 
of 25 to 40 mg. there was occasional “ light-headedness ”, 
In 7 patients major or minor epileptic attacks occurred; 
in some of these the type of fit agreed with the suspected 
lesion and provided useful evidence. The onset of these 
fits was slow, so that there was ample time to remove the 
electrodes and the onset was not alarming to either patient 
or observer. 

The author compares the value of bemegride with that 
of thiopentone in regard to revealing the site of the 
lesion. In 24 cases there was agreement between the 
recording taken with bemegride and the non-activated 
recording, 7 showed a focus with bemegride and not in 
the routine recording, 5 showed generalized spike-and- 
wave activity and one unilateral slow activity which 
were not in the ordinary record, while 3 showed abnor- 
malities in the plain record but not in that with beme- 
gride. Of the recordings from 28 patients who received 
both bemegride and thiopentone, that taken with beme- 
gride was thought more helpful in 5 cases and that with 
thiopentone in 8. In the others the drugs were of equal 
value or no assessment could be made. 

The author concludes that bemegride is a useful addi- 
tion to the activators used in electroencephalography. 

N. S. Alcock 


BRAIN AND MENINGES 


919. Thrombosis of the Internal Carotid Artery Simu- 
lating an Intracranial Space-occupying Lesion 

E. CLarKe and P. Harris. Lancet [Lancet] 1, 1085- 
1089, May 24, 1958. 3 figs., bibliography. 

The authors report 5 cases of carotid arterial occlusion, 
of which 3 were seen at the National Hospital, Queen 
Square, London, and 2 at the Royal Infirmary, Edin- 
burgh. Narrowing of the internal carotid artery first 
produces arterial insufficiency, and later if complete 
occlusion occurs an infarction of the brain sometimes 
ensues. The swollen, oedematous brain tissue is a space- 
occupying lesion which produces the same mechanical 
effects as any other pathological mass, and it is therefore 
not surprising that it may mimic a neoplasm, an abscess, 
or traumatic intracerebral haemorrhage. 

Unfortunately such an occlusion is frequently un- 
detected by carotid palpation even when the obstruction 
is at an accessibly low level. Moreover, the natural 
history of carotid insufficiency or occiusion is occasionally 
indistinguishable from that of a neoplasm, and signs such 
as papilloedema, a raised protein and cell content in the 
cerebrospinal fluid, and focal electroencephalographic 
changes may be present in both. Pneumoencephalo- 
graphic studies may reveal the presence of an intracerebral 
mass. Although carotid angiography is not without 
danger, and has occasionally proved fatal, it offers the 
most certain method of diagnosis. The effects of carotid 
occlusion depend largely on the adequacy of the collateral 
arterial channels. Prognosis in cases with infarction is 
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very grave. Subtentorial decompression has not proved 
helpful, but the possible value of hypothermia during the 
acute stage is now undergoing investigation. The prob- 
able cause of death is brain-stem compression and 
ischaemia. The authors discuss the clinical picture, 
pathological changes, investigatory methods, and treat- 
ment. If treatment is to be effective it must be begun 


carly; direct operation on the artery seems to offer 


the only hopeful possibility. Fergus R. Ferguson . 
£20. Cerebral Arterio-venous Angiomata in Children. 
(Les angiomes artério-veineux du cerveau chez I’enfant) 
J. E. Pamias, J. BONNAL, M. BERARD-BaDIER, and G. 
SERRATRICE. Presse médicale [Presse méd.] 66, 525-528, 
March 26, 1958. 2 figs., 15 refs. 


At the Hépital de la Timone, Marseilles, the authors 
have operated upon 11 children aged 4 to 15 years for 
arterio-venous angioma of the brain. The condition 
was found to present in three different forms: (1) as a 
pure meningeal haemorrhage (one case); (2) as an intra- 
ccrebral haematoma of sudden or progressive onset (6 
c.ses); (3) as chronic focal epilepsy (4 cases). Of the 
1} patients, 9 survived, with no sequelae in 7 cases; the 
2 deaths occurred among the 3 patients admitted to 
hospital in coma. In most of the cases cerebral angio- 
g:aphy made it possible to diagnose the angioma, but in 
some a small angioma was obscured by thromboses 
or pressure from an adjacent haematoma. Even large 
huematomata produced only minimal vascular displace- 
ment. The electroencephalogram generally exhibited a 
focus of slow waves with- paroxysmal peaks. 

The authors classify these arterio-venous angiomata 


with the hamartomata, and divide them into three types, 
based on the embryonic development of the cerebral 


vessels as described by Streeter (Amer. J. Anat., 1918, 
15, 145): (1) endothelio-capillary type; (2) non-differen- 
tiated arterio-venous type (the most frequent); and (3) 
adult type (pure arterial or venous). I. Ansell 


921. Relationship between Anticoagulants and Hemor- 
rhagic Cerebral Infarction in Experimental Animals 

M. W. Woop, K. G. Waki, G. P. Sayre, C. H. MILLI- 
KAN, and J. P. WHISNANT. A.M.A. Archives of Neurology 
and Psychiatry [A.M.A. Arch. Neurol. Psychiat.] 79 
390-396, April, 1958. 1 fig., 17 refs. 


The object of the investigation described in this paper 
from the Mayo Clinic was to determine whether experi- 
mentally-induced cerebral infarction in dogs with reduced 
prothrombin activity is more haemorrhagic than infarc- 
tion similarly induced in control animals with normal 
prothrombin time. Cerebral infarction was induced in 
39 dogs by injecting vinyl acetate into the right internal 
carotid artery. In 25 of the animals prothrombin acti- 
vity was reduced to 10 to 30% of normal, the remaining 
14 dogs serving as controls. Initial total doses of 40 to 
50 mg. of ethyl biscoumacetate and 8 to 10 mg. of bis- 
hydroxycoumarin (dicoumarol) were given to each of the 
25 experimental animals 54 to 74 hours after the injec- 
tion. Surviving dogs were killed on the 12th day. 

Under low-power ( x 100) magnification haemorrhages 
in the brain were examined and graded as follows: 
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Grade 1, congestion of blood vessels; Grade 2, extra- 
vasation of blood without distortion of tissues; Grade 3, 
extravasation with distortion; and Grade 4, extensive, 
confluent haemorrhage. Of the dogs given anticoagu- 
lants, 6 had infarctions of Grade 4 and all died in 4 to © 
7 days. None of the controls had haemorrhages of 
Grade 4. Of 13 test animals with haemorrhages of 
Grade 3 or 4, 11 died early, but 10 to 12 dogs with 
Grade 1 or 2 survived to the 12th day. In the control 
series, 4 of 6 dogs with Grade 3 and 6 of 8 dogs with 
Grade 1 or 2 lived to the 12th day. 

The findings suggest that the infarctions in dogs 
receiving anticoagulants were more extensively hae- 
morrhagic than those in the control animals. The 
infarctions in just over half of the anticoagulant group 
were haemorrhagic (over 20% of area), but the majority 
of the infarctions in the control group were non- 
haemorrhagic. G. de M. Rudolf 


922. The Use of Anticoagulants in Cerebral Thrombosis — 
C. M. FisHer. Neurology [Neurology atta y] 8, 
311-332, May, 1958. 10 refs. 


The author, working at the Massachusetts General 
Hospital (Harvard Medical School), Boston, has studied 
over a 5-year period the effects of anticoagulant therapy 
in cerebral thrombosis occurring in 35 male and 23 
female patients whose ages ranged from 30 to 72 years. 
The blood pressure was elevated (over 160/90 mm. Hg) 
in 10 (30°%) of the men and in 17 (74°) of the women. 
In 22 cases the thrombosis involved the internal carotid 
or middle cerebral artery, in 25 the vertebro-basilar sys- 
tem, in 4 the posterior cerebral artery, while in the 
remaining 7 the site was uncertain. Treatment with 
dicoumarol was given in amounts calculated to lower the 
prothrombin activity of the serum to between 10 and 
20% of normal and was continued for periods varying 
from a few days up to 4 years, the average duration being 
6 months. When neurological signs were increasing 
rapidly heparin was given intravenously first. In 14 cases 
the presenting clinical features consisted in transient 
ischaemic attacks only, in 15 such episodes were occurring 
in patients who already had permanent signs of mild or 
moderate neurological deficit, in a further 14 a “* stroke ” 
was evolving when treatment was begun, while in the 
remaining 15 a fully developed stroke had already 
occurred. 

It was found that anticoagulant therapy abolished the 
transient ischaemic attacks and prevented or postponed a 
threatened stroke; similarly, when the treatment was 
given in the early stage of a progressively evolving stroke 
due to cerebral thrombosis the downhill course appeared 
to be satisfactorily arrested and reversed. However, 
little benefit was obtained in patients with fully developed 
strokes as compared with the clinical course in a con- 
trol series not so treated. It is concluded that anti- 
coagulant therapy is an effective treatment for cerebral 
thrombosis, provided it can be given in the early stages 
before the stroke has developed fully. 

[It is impossible to do justice to this interesting paper 
in a short abstract, and the interested reader is advised 
to read it in the original.] John N. Walton 
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923. The Medical Management of Subarachnoid 
Haemorrhage 

J. MAcD. British Medical Journal (Brit. med. 
J.) 1, 788-790, April 5, 1958. 8 refs. 


The author prefers the comprehensive term spontan- 
eous intracranial haemorrhage because “ the distinction 
between primary intracerebral haemorrhage and so-called 
subarachnoid haemorrhage is often an artificial one and 
clinically may be very difficult’. He therefore includes 
in the analysis described herein all cases in which intra- 
cranial haemorrhage occurred, with the exception of 
cases of sudden death from cerebral haemorrhage in 
elderly hypertensive or arteriosclerotic patients. Of a 
series of 100 patients seen personally during the period 
1936-51 and treated conservatively because neurosurgical 
facilities were not then available, 43 died within 6 weeks 
of the onset of haemorrhage, 14 of them within 24 hours. 
During the follow-up period, which ranged from 12 
months to 15 years, a further 8 patients died from intra- 
cranial haemorrhage, bringing the total number of 
deaths to 51. In a further series of 100 cases collected 
from different hospitals in the area of the Birmingham 
Regional Hospital Board between 1952 and 1957 and 
seen at intervals after the initial haemorrhage there 
were 32 deaths. Analysis of these showed that of 42 
patients treated conservatively, 14 died, of 35 given hypo- 
tensive drugs, 13 died, and of 23 treated surgically, 5 died. 

The indications for angiography and surgical treat- 
ment are discussed on the basis of the mode of death in 
43 of the first 100 cases. In 23 of these there was slow 
development of brain-stem compression with gradually 
increasing stupor and neurological signs. Death 
occurred in 2 to 14 days. The author states that it is 
most important to consider surgical treatment in this 
type of case, since in some instances recovery from the 
initial haemorrhage is followed by a fatal recurrence 
during the period in hospital; this occurred in 6 of the 
43 cases. He doubts whether surgery is of more advan- 


tage than conservative management in cases in which - 


there is no loss of consciousness or only transient loss at 
the onset, unless angiography reveals that the site of the 
vascular lesion is such that surgery may safely be under- 
taken. A. G. Freeman 


924. Electroencephalographic Correlation of Laughing 
Fits 


A. A. Wet, W. A. Nostk, and N. Demmy. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 235, 
301-308, March, 1958. 4 figs., 16 refs. 


Paroxysmal unmotivated laughter may occur as a 
symptom in a variety of organic brain disorders. In 
this paper from the Western Reserve University Medical 
School, Cleveland, Ohio, the authors present an account 
of 4 cases in which this symptom occurred and discuss 
the electroencephalographic (EEG) findings in these 
patients. In 2 of them the paroxysmal laughter appeared 
to be part of an epileptic aura, while in the other 2 it 
occurred in association with prolonged seizures. The 
EEG recordings made between seizures showed focal 
temporal spikes and slowing, spike-dome variants, or 
diffuse slowing. Recordings taken during the actual 


laughing fit in 2 of the patients invariably revealed 
abnormal focal temporal-lobe activity. The authors 
point out that these discharges probably originated in 


deeper diencephalic-mesencephalic cell-stations, and that . 


the EEG recorded these discharges projected to the 
temporal lobes. R. G. Rushworth 


925. Body Water in Epilepsy 

O. E. WooprorD-WILLIAMS, A. GILLIS, and 
E. C. Atrwoop. British Medical Journal (Brit. med. J. 
1, 500-501, March 1, 1958. 11 refs. 


The relationship between the distribution of total body 
water and of extracellular water in epilepsy was studied 
in 18 male epileptic patients at the General Hospital, 
Sunderland, 38 healthy males of comparable age serving 
as controls. Total body water was measured by the 
urea method of McCance and Widdowson (Proc.-roy, 
Soc. B, 1951, 138, 115) and extracellular fluid by the 
sodium thiosulphate- method of Cardozo and Edelman 
(J. clin. Invest., 1952, 34, 245). It was found that the 
mean value for total body water, expressed as a percen- 
tage of body weight, and the absolute values for body 
water in the epileptics were not significantly different 
from those in non-epileptics. However, the ratio of 
extracellular water to total body water was significantly 
higher in the epileptics than in the healthy subjects, and 
was highest in patients who had frequent fits. The 
authors conclude that there is a relative intracellular 
dehydration in epilepsy which may be an important 
aetiological factor. They suggest that restriction of 
sodium in the diet, with consequent reduction in extra- 
cellular water, would be a rational method of treating 
this disease. [Although the results are interesting, some 
of the conclusions concerning aetiological relationships 
are difficult to accept on the evidence given.] 

. John N. Walton 


926. New Method of Phenobarbitone Administration in 
the Treatment of Epilepsy 

D. C. J. O’Connor. Lancet [Lancet] 1, 609-611, 
March 22, 1958. 1 fig., 6 refs. 


Phenobarbitone is not completely successful in con- 
trolling epileptic fits and often causes toxic reactions. 
On the assumption that variable absorption might 
account for these effects the author, at Warley Hospital, 
Brentwood, Essex, tried phenobarbitone “ spansules ”, 
which release the drug at a uniform rate, in 18 patients 
who had had psychosis and convulsions for over 10 years. 
Of these patients 13 were already receiving phenobarbi- 
tone (1 to 44 gr. (0-065 to 0-3 g.) daily) with or without 
primidone, and 5 were receiving primidone only in a 
dosage of 0:25 to 1:25 g. daily. The spansules were 
gradually substituted over a period of one year until all 
the patients were receiving them, the mean daily dose of 
phenobarbitone being 5-8 gr. (0-37 g.). There was a 
gradual and progressive reduction in the number of 
major and minor convulsions, and up to 74 gr. (0-5 g.) of 
phenobarbitone daily was well tolerated. Complete 
control of convulsions was obtained in all patients over 
the course of another year. In the majority of the 
patients there was improvement in the mental state and 
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in such manifestations as headache, giddiness, and mental 
confusion which were present before spansules were 
started and were probably due to phenobarbitone toxicity. 
in 3 patients the blood level of the drug was found to 
remain virtually constant throughout the 24 hours. 

The author concludes that the beneficial effects and 


‘he low toxicity with phenobarbitone spansules are due. 


to the stable blood level attained. Marcel Malden 


»27. Celontin in Patients with Refractory Epilepsy 

2. S. Dow, J. P. MAcFARLANE, and J. R. STEVENS. 
Veurology [Neurology (Minneap.)| 8, 201-204, March, 
‘958. 5 refs. 


A new anticonvulsant drug, “ celontin”, which is 
related to phensuximide (“ milontin ’’), was given to 62 
patients (31 males and 31 females, aged 24 to 68 years) 
\vho had suffered from epilepsy for periods ranging from 
cne year to 60 years. All had been treated previously 
y ith a wide variety of drugs; in most of them grand-mal 
scizures had been abolished, but there were residual 
riinor or partial attacks, including petit mal. Celontin 
vas combined with the previous medication in nearly all 
cises and was given in daily doses of 0-3 to 1°2 g. 

Of 54 patients who were treated long enough to permit 
adequate evaluation of the results, 6 obtained complete 
rclief from fits and 6 were much improved, while 5 had 
more frequent seizures. In the remaining 37 there was 
n> apparent change. The age of the patient, the type 
© seizure, and the appearance of the electroencephalo- 
gram were not related to the efficacy of celontin. 
Drowsiness and ataxia wete the commonest side-effects, 
and toxic manifestations included liver damage (2 cases), 
p-ychological disturbance (6 cases), sensitivity reactions 
(S cases), and albuminuria (one case). 

The authors conclude that celontin is worth a place 
amongst the new anticonvulsant drugs, particularly for 
putients with residual minor attacks after suppression of 
giand-mal seizures. J. B. Stanton 


9°8. Effects of Nydrane on Epilepsy in Mental Defec- 
tives 

D. S. SHARPE, G. Dutton, and J. R. Mirrey. British 
Medical Journal [Brit. med. J.) 1, 1044-1046, May 3, 
1958. 6 refs. 


In this paper from Botley’s Park Hospital, Chertsey, 
Surrey, the authors describe the results obtained with 
“nydrane” (N-benzyl-8-chloropropionamide, also 
known as “ hibicon ” or “‘ posedrine ”’) in the treatment 
of 25 male epileptic mental defectives (I1.Q. 30 to 80), 
aged 17 to 50 years. A daily dose of 0-5 g. of nydrane 
was added to the previous treatment regimen for a period 
of 7 days, after which other anticonvulsant drugs were 
gradually withdrawn and the dose of nydrane increased 
by 0-5 g. each week until a maximum of 3 to 4 g. daily 
was reached. The full course of treatment lasted 6 
months. In all except 3 cases barbiturates had to be 
given as well in order to control the seizures. On hae- 
matological examination, which was carried out each 
month, no significant fall in the haemoglobin value or in 
the leucocyte count was observed. Liver function was 
apparently normal at 3 and 6 months. In 6 cases there 


was slight albuminuria, which cleared up during treat- 
ment, and in 4 the blood urea level rose respectively to 
54-1, 48-2, 47-4, and 42-8 mg. per 100 ml. 

The effect of treatment was assessed on the basis of 
the percentage increase or decrease in the number of fits 
during the 6-month treatment period compared with the 
number of seizures over a similar period before nydrane 
was given. The condition was considered to be worse if 
there was an increase of 25°%% and improved if there 
was a reduction of 25%. Of the 25 patients, 17 were im- 
proved, 3 became worse, and there was no change in 5. 
The general behaviour was worse in 2 patients, slightly 
improved in 5, and markedly improved in 3; there was 
no change in the general behaviour of 15. Of 10 patients 
with an I.Q. of over 50,4 improved. In some instances 
a reduction in the dosage of nydrane, with a consequen- 
tial slight increase in the frequency of seizures, resulted 
in improvement in general conduct and emotional 
stability. 

[Since it has been shown (Rudolf, Dis. nerv. Syst., 
1955, 16, 204) that without a change in treatment the 
number of fits per month can vary considerably in one 
patient from 0 to 399 over a period of 26 months, the pre- 
treatment observation period of 6 months appears to be 
insufficient for comparison with the period of treatment 
with nydrane.] G. de M. Rudolf 


929. Trial of a New Remedy (Ciba 10870) in Parkin- 
sonism 

W. HuGues, J. H. Keevit, and I. E. Gress. British 
Medical Journal [Brit. med. J.] 1, 928-929, April 19, 
1958. 1 ref. 


Wishing to test the effect of a new parasympatholytic 
drug, 3-phenyl-3-(8-diethylaminoethyl)-2 : 6-dioxypiperi- 
dine hydrochloride (Ciba 10870) on Parkinsonism the 
authors, working at Snowden Road Hospital, Bristol, 
selected 6 post-encephalitic and 4 idiopathic cases and 
withdrew the existing medication before starting the new 
drug. The withdrawal symptoms were surprisingly 
severe and one patient threatened suicide. Half the 
patients were given dummy tablets and half the new 
drug in a dose of 15 mg. daily, and after 4 days the treat- 
ment was reversed. In each case the effect on tremor, 
rigidity, dribbling, oculogyric crises, facial mask, walk- 
ing, feeding, reading, and bladder and bowel function 
was assessed quantitatively by 3 observers and the scores 
recorded on a special chart. [These charts are not re- 
produced, nor are the methods of assessment defined.] 
In addition to these 10 patients, 6 others were treated 
similarly at another hospital, but in these cases the 
assessment of the effect of the drug was based on the 
observations of the medical officer and nursing staff. 

The authors’ general impression was that the new pre- 
paration was equal, if not superior, to any other drug in 
current use for the treatment of Parkinsonism. Mental 
confusion occurred in one case and euphoria in 2 others. 

[To try a new drug for Parkinsonism in this way is of 
little practical value. It is regrettable that the authors 
did not consider more carefully the well-known sources 
of fallacy in assessing the effects of treatment for this 
condition.] N. S. Alcock 
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930. Relation between Maternal Age at Parturition and 
Incidence of Mental Disorder in the Offspring 

N. GoopMan. British Journal of Preventive and Social 
Medicine (Brit. J. prev. soc. Med.] 11, 203-213, Oct., 
1957. 3 figs., 15 refs. 


In a study reported from the Institute of Psychiatry, 
Maudsley Hospital, London, the author compared (in 
two groups of mentally disordered patients (278 men and 
404 women)) the age of the mother at the patient’s birth 
with the maternal age for all births, as obtained from the 
Registrar-General’s published tables for the correspond- 
ing years. Data were also collected regarding the num- 
ber of the patient’s siblings, the patient’s position in the 
family, marital status, occupation, and occupation of the 
father (as an indication of social class). The details, 
together with the various diagnoses of the mental dis- 
order, are presented in 13 tables. 

The conclusion, in brief, is that the age of the mothers 
of mental patients was slightly higher than the maternal 
age for all births, there being in particular a deficit among 
the patients’ mothers of women aged under 25 and an 
excess of mothers over 35, except for the mothers of male 
patients in the group in a mental hospital. In regard 
to birth rank the author concludes: ‘‘ There seemed to 
be a tendency for the schizophrenic man to be the 
youngest member of his family, but it is not known 
whether in the general population the youngest member 
of the family is more frequently male.” A. D. Duff 


931. Preliminary Note on Current Aspects of Delirium 
Tremens; a Systematic Study of 106 Cases. I. Critical 
Study of the Neurological Signs. II. The Biological 
Syndrome. (Note préliminaire sur les aspects actuels 
du delirium tremens d’aprés |’étude systématique de 106 
observations. I. Etude critique des signes neurologiques. 
II. Le syndrome biologique) 

G. Boupin, A. Lauras, M. LANiEcE, and H. KRess. 
Bulletins et mémoires de la Société médicale des hépitaux 
de Paris ({Bull. Soc. méd. Hép. Paris] 74, 288-292 and 
292-298, March 28, 1958. 


From their experience at the Hépital Saint-Antoine, 
Paris, in the treatment of 106 cases of delirium tremens, 
the authors describe the natural history and clinical 
features of this condition, as well as the biochemical dis- 
turbances associated with it. The clinical features can 
be considered in two syndromes, the neurological and the 
biological. The neurological syndrome includes, in 
addition to the classic tremor, the three following 
neurological features constantly found in their patients. 
(1) Dysarthria, which, although variable in degree, was 
present in all their cases; this results not merely from the 
tremor of the tongue and lips, but is also brought about 
by a weakness of the lower part of the face and a reduc- 
tion in movement of the lower jaw. (2) Disturbance 
of equilibrium, manifested by unsteadiness of gait and 
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inability to stand with the feet together, which was also 
present from the outset. (3) Disturbance of coordina- 
tion (apart from disturbance of gait), which can be 
elicited by the finger—nose test and the heel—knee test, 
and which suggests that there is a cerebellar component 
in the ataxia. Other occasional neurological findings 
were absence of the ankle jerks, myosis, and epileptiform 
convulsions, these last being sometimes seen in patients 
who had never previously had a fit. The authors stress 
that signs of pyramidal involvement or of meningeal 
irritation and abnormalities of the optic fundus and the 
cerebro-spinal fluid were not found in their cases. They 
consider that the presence of such signs should suggest 
the possibility of a complicating condition such as sub- 
dural haematoma or meningitis. 

In regard to the biological syndrome the authors con- 
clude, after careful investigation of the metabolic disturb- 
ances occurring in these patients, that these are the result 
initially of extracellular dehydration, accompanied by 
retention of sodium and, later, signs of intracellular de- 
hydration, together with an increase in nitrogenous break- 
down, as shown by increased urinary excretion of urea 
and the presence of ketonuria. Variations in potassium 
metabolism, which may manifest themselves first in an 
increased urinary excretion of potassium at the beginning 
of the illness, together with a subsequent decrease in 
potassium excretion during convalescence, are in their 
opinion the consequence of the increased nitrogenous 
catabolism and resulting liberation of potassium from 
the cells. 

They conclude from their study of the biological syn- 
drome that the logical treatment of delirium tremens must 
be to institute measures to counteract dehydration and 
to administer a high caloric diet (mainly in the form of 
carbohydrate) in an attempt to prevent the excessive 
nitrogenous catabolism. They found no evidence contra- 
indicating the use of chlorpromazine or reserpine in the 
treatment of this condition. J. B. Stanton 


932. Transvestism and Pruritus Perinei 

N. H. GREENBERG and A. K. ROSENWALD. Psychoso- 
matic Medicine [Psychosom. Med.] 20, 145-150, March- 
April, 1958. 33 refs. 


A clinical investigation of a 41-year-old married male 
patient suffering from a combined syndrome of trans- 
vestism and pruritus perinei is reported from the Uni- 
versity of Illinois College of Medicine, Chicago. The 
authors state that the concurrence of these disorders in 
the same patient has not previously been reported in the 
literature. The case history, including dream material, 
is presented in detail. 

In this patient the transvestism began at the age of 10 
and pruritus perinei first became manifest 7 years later 
when the patient left home following his father’s re- 
marriage and led an itinerant life for 3 years, after which 
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he enlisted in the navy. He married at the age of 22. 
He had experienced a virtually life-long phantasy (and 
wish) that he would be castrated, and finally in his 40th 
year he succeeded in having this done surgically. One 
reported dream referred to a homosexual experience in 
adolescence. During his wife’s four pregnancies he 


suffered from severe pruritus perinei, this condition. 


appearing to be linked with his unconscious envy of her 
pregnant condition. 

It is considered that this patient’s ultimately gratified 
wish for castration was based upon an attempt to identify 
himself with his dominant “‘ phallic’ mother, who was 
described as ‘‘ regal”’ and who died when the patient 
was aged 12. Thereafter he slept in bed with his father, 
replacing his mother to the extent of wearing female 
vlothes. His transvestism represented an acting-out 
of his phantasy of being a woman. When this outlet was 

“pparently blocked, as during his wife’s pregnancies, the 
feminization phantasy achieved a substitutive somatic 
expression through the pruritus perinei. 
A. Balfour Sclare 


°33. Chemotherapy of Depression. Use of Meproba- 
imate Combined with Benactyzine (2-Diethylaminoethyl 
Lenzilate) Hydrochloride 

1. ALEXANDER. Journal of the American Medical 
“ssociation [J. Amer. med. Ass.] 166, 1019-1023, March 1, 
1958. 17 refs. 


Some workers have observed that true depression is 
not relieved, but aggravated, by tranquillizing drugs such 
as chlorpromazine and reserpine. ‘* Excitatory” drugs 
have also been largely ineffective in severe depressive 
siates. The present author, defining depression as a 
“ state of sadness with self-reproaches, psychomotor in- 
hibition, sleep disturbance, and impaired appetite” 
describes the results obtained with meprobamate and 
benactyzine hydrochloride administered simultaneously 
to 35 patients at Boston State Hospital. Meprobamate 
was given initially in doses of 400 mg. 4 times daily, 
gradually increased, when necessary, to 1,200 mg. 4 
times daily, the object being ‘* to relax and reduce excita- 
bility without exerting a significant inhibitory effect ”’. 
Benactyzine was given initially in doses of 1 mg. 4 times 
daily, gradually increased, when necessary, to 3 mg. 4 
times daily; the author states that this drug is a mild 
antidepressant “‘ particularly effective in relieving the 
ruminative obsessive aspects of the depressive mood ”’. 
Close supervision of the patients over the whole 24 hours 
was necessary because of the risk of suicide. The dura- 
tion of treatment varied from one to 25 weeks, average 
8 weeks. Side-effects were minimal and easily con- 
trolled. 

In 20 cases (57°%) there was “‘ complete and/or social 
recovery ”’, this recovery rate being higher than the spon- 
taneous recovery rate under comparable conditions, 
but not as high as that following electric convulsion 
therapy. The author recommends administration of 
this combination of drugs as a first step in the manage- 
ment of patients suffering from depression, since it will 
prove adequate treatment in some, thus reducing the 
number requiring electric convulsion therapy. 

John C. Kenna 
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934. Neurophysiologic Studies of Personality 
C. SHacass and A. B. Kerenyt. Journal of Nervous and 
Mental Disease [J. nerv. ment. Dis.] 126, 141-147, Feb., 
1958. 4 figs., 16 refs. 


The sedation threshold, that is, the amount of amylo- 
barbitone sodium required to produce certain changes in 
the electroencephalogram (EEG), had previously been 
found to differentiate between certain types of neurosis. 
In the first part of the present study, carried out at McGill 
University, Montreal, clinical ratings of a hysterical- 
obsessional trend in 308 patients were made on the basis 
of the case records by two psychiatrists independently 
on an 8-point scale.- These ratings were shown to be 
significantly correlated with the sedation threshold, a 
high threshold being associated with an obsessional 
tendency and a low with a hysterical tendency. = 

In the second part of the study the answers to a 
questionary designed to measure introversion—extraver- 
sion (Guilford R and S Scales) were obtained from 36 
neurotic patients, in 22 of whom the ease of formation 
of a conditioned eye-blink reflex was also measured. 
This showed that the threshold was significantly corre- 
lated with the questionary scores, a high threshold 
being associated with introversion. High introversion 
was also found to be associated with greater “‘ condition- 
ability ’’, but the threshold itself did not correlate signifi- 
cantly with conditionability. The authors interpret 
their findings as an objective demonstration of a neuro- 
physiological basis for the introversion—extraversion con- 
tinuum described by Eysenck, and suggest that the 
sedation threshold measures a time characteristic of 
neuronal excitability. J. L. Standen 


935. Some Motor Aspects of Schizophrenia: an EMG 
Study 

G. B. WHATMORE and R. M. ELLs. American Journal 
of Psychiatry [Amer. J. Psychiat.] 114, 882-889, April, 
1958. 3 figs., 35 refs. 


Any study of the neurophysiology of sensation, 
emotion, and thinking must include a description of the 
motor component, which is more than merely an end- 
product of psychic activity. In studies carried out at 
Eastern State Hospital, Medical Lake, Washington, 
using a specially designed instrument, multichannel 
electromyographic recordings to show the residual 
motor activity in the forehead, jaw, forearm, and leg 
areas during relaxation in the supine position for 30- 
minute periods were taken from 21 non-deteriorated 
schizophrenics and 10 controls. 

Though usually invisible to the naked eye, this residual 
motor activity yielded highly significant differences be- 
tween the patients and controls, which were similar for 
each muscle area tested. Among the controls it was 
noted also that the activity was somewhat higher in those 
troubled with functional complaints. It is argued that 
the inferred pyramidal hyperactivity could lead to dis- 
turbances of thinking and emotion, and may thus play 
an aetiological role in schizophrenia. The term “‘ hyper- 
ponesis ”’ (exaggerated exertion) is proposed for exagger- 
ated activity in the motor portion of the central nervous 
system. This activity may be localized or generalized, 
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intermittent or continuous, static or phasic, overt or 
invisible; it has been referred to as neuromuscular 


hypertension or hyperkinesis, and has hitherto been 
studied rather in relation to neurotic and psychosomatic 
conditions than to schizophrenia. 


J. L. Standen 


936. ‘* Social Class ’’ Gradient in Schizophrenia 

L. Stein. British Journal of Preventive and Social 
Medicine [Brit. J. prev. soc. Med.] 11, 181-195, Oct., 
1957. 5 figs., 20 refs. 


From the Institute of Psychiatry, Maudsley Hospital, 
London, an analysis is presented of the rates of first 
admissions to mental hospitals for selected diagnoses 
during 1954 and 1955 from two areas, the first (W) con- 
sisting of 5 boroughs in West London in which the popu- 
lation at the 1951 Census contained a relatively high 
proportion of members of the Registrar-General’s Social 
Classes I and II, and the second (E) consisting of 4 
boroughs in East London containing a relatively high 
proportion of members of Classes IV and V. The 
diagnostic groups studied were: for ages 15 to 59, (1) 
schizophrenic disorders, (2) manic-depressive reactions, 
and (3) psychoneurotic disorders; and for ages 60 to 79, 
(4) senile psychoses, and (5) psychoses with cerebral 
arteriosclerosis. The purpose of the investigation was 
to determine whether the data published by the Registrar- 
General showing an excess of in-patients (including 
re-admissions) in mental hospitals in England and Wales, 
especially schizophrenics, from Social Class V were a 
true measure of higher inception rates in that class or 
only a reflexion of class differences in ability to care for 
the mentally ill. 

For Groups 1, 2, and 3 the first-admission rate was 
7-80 per 10,000 in Area E and 11-25 per 10,000 in Area 
W, the difference being statistically highly significant for 
females, but only suggestive for males. For Group 1 
alone the rate in Area W was considerably higher 
than in Area E, particularly for females. For Groups 4 
and 5, however, the first-admission rate was higher in 
Area E, but the difference was not significant (except for 
females in Group 4). Comparison of age-specific 
admission rates for Group 1 showed that the trend in 
males followed the accepted pattern, the rate diminishing 
with age in both areas, the difference in rates between 
the areas being consistent, though not significant. The 
age trend in females, however, particularly in Area W, 
was contrary to the accepted pattern and the E—W differ- 
ence was highly significant for each age group. There 
was a higher incidence of schizophrenia in Area W 
among older women than among men, the difference 
being significant at 50 to 59 years. For Group 2 there 
was a steady rise in the rate with age in both areas, but 
for Group 3 there was no regular age trend. For Group 
4 the age gradient was steep, the female rates in each age 
group being higher than the male and those for Area E 
slightly exceeding those for Area W. For Group 5 the 
rates were anomalous and conflicted with the general 
pattern of psychosis in the elderly. 

Comparison of the first-admission rates among men 
of 15 to 59 in each social class showed there to be a class 
gradient in both areas, the rate increasing with fall in 


social class. For each social class the rate in Area W 
was consistently higher than in Area E, the difference for 
Classes IV and V combined being highly significant. 


For Group 1 alone a regular class gradient was evident . 


in Area W, but not in Area E. However, an over-all 
excess incidence of schizophrenia in Area W was clearly 
apparent, which for Classes [V+ V was highly significant. 
For Group 2 both areas showed some class gradient, but 
for Group 3 no significant gradient was discernible in 
either. 

The apparent contradiction between the social gradient 
in admission rates within each area and the consistently 
higher rates, particularly for schizophrenia, in Area W 
with its higher proportion of members of Classes I and 
II is discussed. Social class factors evidently operate in 
a more complex manner than that of a one-dimensional 
or proportional relationship. Moreover, certain data 
are mentioned which suggest that Area W was not a 
typical ‘* well-to-do” area and that in comparing the 
single dimension of occupational social class important 
differences in the composition and stability of the two 
populations have not been taken into account. How- 
ever, the findings among men of 15 to 59 in both areas 
together are held to indicate that there is a real social 
class gradient in the inception as well as the prevalence 
of mental illness. Within Area E the rise in first- 
admission rates with fall in social class was evident for 
manic-depressive psychosis and for all diagnoses to- 
gether, and within Area W the social class gradient was 
even more evident for schizophrenia, with a marked rise 
in the rate for Class V. On the other hand, although the 
expectation that a class gradient would be reflected in 
higher first-admission rates in Area E than in Area W 
was to some extent confirmed for the senile psychoses, 
it was clearly contradicted for those affecting persons of 
15 to 59 years. The author suggests that, in addition to 
differences of social class, the populations of the two areas 
studied differ significantly in a number of features affect- 
ing hospitalization for mental illness, such as age and sex 
composition, marital state, family and household struc- 
ture, number of persons living alone, and place of origin. 
Occupational class composition is therefore an over- 
simplified index which does not fully describe a popula- 
tion, and a classification based on local traditions and 
systems of values may be needed to differentiate between 
the social classes within a community. 

John C. Kenna 


937. A Case of Schizophrenia in which Manifestations 
of Parkinsonism Appeared during the Course of the 
Psychosis and Disappeared after Lobotomy 

P. GUGGENHEIM and L. B. CoHEN. Psychosomatic Medi- 
cine [Psychosom. Med.] 20, 151-160, March-April, 1958. 


From the Winter Veterans Administration Hospital, 
Topeka, Kansas, a unique case is reported in which an 
atypical Parkinsonian syndrome developed spontane- 
ously during the course of a schizophrenic illness in a 
young man. The psychotic: disorder had been mani- 
fested intermittently since the age of 20 and the Parkin- 
sonian symptoms (flexed posture, festinant gait, and 
mask-like facies) first appeared when he was 30. The 
case is described in full detail. 
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The schizophrenic disorder in this patient was initially 
treated by means of insulin coma and electric convulsion 


therapy. The ensuing improvement was short-lived and 


he soon relapsed into his former active psychotic 
state, with delusions of influence, passivity feelings, 
paranoid ideas, and hallucinations. At a later date the 
onset of Parkinsonism was noted to have occurred at a 
time when the patient’s mother began to visit him several 
times weekly and to hold him in her lap like an infant. 
In view of the sustained psychological disturbance sub- 
total frontal lobotomy (by electrocautery) was finally per- 
formed, at the calculated risk of aggravating a possible 
organic Parkinsonian state. The operation was followed 
oy marked neurological improvement and by partial return 
o a normal social life. It is inferred that the Parkin- 
sonian manifestations had therefore been of psychogenic 
ietiology, and this hypothesis receives support from pre- 
vious contributions to the literature. It is postulated 
‘hat in this case the Parkinsonism may have functioned 
ysychodynamically as a defence against the expression 
of the patient’s own violent hostility and possibly also 
“s a means of serving his passive—dependent needs vis-d- 
‘is his mother. . It is pointed out that psychogenic 
v’arkinsonism of this variety must be carefully distin- 
cuished from catatonia, a syndrome which entails a 
| igher reflex-arc level. A. Balfour Sclare 


£38. Effectiveness of Insulin Coma in the Treatment of 
Schizophrenia. A Control Study 

bE. S. Patrerson. A.M.A. Archives of Neurology and 
Psychiatry [A.M.A. Arch. Neurol. Psychiat.] 79, 460-467, 
April, 1958. 14 refs. 


An investigation was undertaken at the Connecticut - 


State Hospital, Middletown, Connecticut, to determine 
whether insulin coma therapy per se resulted in improve- 
ment in the condition of schizophrenic patients, the 
criterion of successful treatment being discharge of the 
patient and that of unsuccessful treatment being transfer. 
Of 28 patients matched, so far as possible, for age, sex, 
duration and type of illness, and previous treatment, 14 
were subjected to a standard miethod of intense insulin 
treatment and 14 were given sterile water coloured with 
pnenolsulphonphthalein. After a treatment period 
lasting 10 months, the results were compared with those 
in 32 unselected patients given routine insulin therapy a 
year before. Both the experimental and the control 
groups were treated. in the same place over the same 
periods of time and subjected to the same routine 
procedures, except for the actual injection. The staff 
of the hospital were unaware of the preparation and 
method used in each patient. The final analysis showed 
that 9 (64-3%%) of the experimental group, 4 (28-6°%) of 
the control group, and 20 (62-4°%) of the group receiving 
routine insulita therapy were discharged. The author 
concludes that insulin coma therapy is of “ positive 
benefit ” in cases of schizophrenia. G. de M. Rudolf 


939. A Critical Review of the Efficacy of Meprobamate 
(Miltown, Equanil) in the Treatment of Anxiety 

V. G. Laties and B. Weiss. Journal of Chronic Diseases 
\J. chron. Dis.] 7, 500-519, June, 1958. Bibliography. 
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940. Comparative Study of Chlorpromazine and Insulin 
Coma in Therapy of Psychosis 

M. Fink, R. SHAw, G. E. Gross, and F. S. CoLeMAN. 
Journal of the American Medical Association {[J. Amer. 
med. Ass.) 166, 1846-1850, April 12, 1958. 7 refs. 
The comparative efficacy of chlorpromazine and 


insulin coma in the treatment of psychosis was studied 


in 60 patients (average age 26 years), half of whom 
received chlorpromazine by mouth for at least 3 months 
and half were subjected to insulin coma (Sakel tech- 
nique) on 50 occasions each. The dosage of chlorpro- 
mazine ranged from 300 to 2,000 mg. daily (average 
800 mg.). Of the 30 patients given chlorpromazine, 2 
suffered from psychoneurosis, 25 from schizophrenia, 
and 3 from manic-depressive psychosis; of the group 
given insulin, one had psychoneurosis, 28 had schizo- 
phrenia, and one had manic-depressive psychosis. In 
both groups behaviour was recorded at weekly intervals 
and the over-all results of treatment were assessed when 
the patients were discharged, which was usually within 
4 months of the end of treatment. 

Motor retardation was induced in all the patients given 
chlorpromazine, one-third being ‘‘ more sociable and less 
seclusiye””’. Affective changes varied; 4 patients ‘ve- 
came increasingly agitated and tense, while im 4 de- 
pressive symptoms were relieved. Ideation ‘“‘ was 
dramatically altered ” in 12 of the patiexits in this group. 
In all the patients given insulin the change in behaviour 
was marked once repeated comas had been induced. 
Changes in ideation developed slowly. In 8 patients 
paranoid and delusional thoughts became less prominent. 
Mood changes Were small, and in 3 patients increasing 
agitation; tension, and panic were observed. At the 
tirae of discharge the condition of the patients was classi- 
fied as follows: chlorpromazine group—recovered 2, 
much improved 4, improved 17, and unimproved 7; 
insulin group—much improved 5, improved 15, and 
unimproved 10. 

With a high dosage of chlorpromazine there were signi- 
ficant toxic effects, including rigidity of the limbs, and in 
2 patients the drug had to be discontinued because of 
increase in tension and restlessness. Seizures occurred 
spontaneously in 3 patients although there was no history 
of seizures and no evidence of dysrhythmia in the electro- 
encephalogram (EEG). Dermatitis was a frequent com- 
plication, and in 3 patients an intractable skin reaction 
developed. Clinical jaundice was not observed in this 
group. The EEG (20 patients) showed more irregular 
modulation with increasing doses of the drug. In the 
patients given insulin the complications were not un- 
usual; insulin resistance was noted only once. Pro- 
longed reactions occurred in 3 patients, and neurological 
examination and the EEG revealed signs of dysfunction 
of the central nervous system, which persisted for at 
least 10 days. Seizures occurred in 5 patients and were 
recurrent in 3. Complications common to both methods 
of treatment occurred with about equal frequency. 
Neither method was effective in modifying the psychotic 
process, but chlorpromazine had the advantage of being 
safer and easier to administer than insulin and thus 
better suited to long-term management of these patients. 

John C. Kenna 
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941. Occurrence of Urticaria (Erythema) Due to Both 
Cold and Heat. [In English] 

G. RasKA and E. Vincze. Acta allergologica [Acta 
allerg. (Kbh.)| 12, 30-38, 1958. 20 refs. 


A detailed study of 2 cases of urticaria due to both 
heat and cold is reported. A table summarizes the 
responses to a number of tests, which included applica- 
tion of various thermal stimuli, provocation of symptoms 
by administration of acetylcholine, histamine, and pilo- 
carpine, the Prausnitz—Kiistner test, and the Widal haemo- 
clastic crisis test. The patients also received various 
therapeutic agents, including barbiturates, antihistamine 
drugs, atropine, adrenaline, chlorpromazine, and calcium 
preparations. Some of the results, but not all, suggested 
an allergic origin of the reactions in these patients. 

A. W. Frankland 


942. Steroid Therapy in Reticulosis of the Skin with 
Special Reference to Exfoliative Dermatitis 

A. G. FirGcusson, W. A. Dewar, and J. A. MILNE. 
British Journ] of Dermatology [Brit. J. Derm.] 79, 
58-64, Feb., 1958. 13 refs. 


In this paper from the’-University of Glasgow are pre- 
sented, with clinical and histu!ogical details, the results 
of steroid treatment of 10 patients in whom the diagnosis 
of early mycosis fungoides appeared probable and of one 
patient with reticulosarcoma. ACTH seeimed to be 
superior to prednisone. It is suggested that this form 
of therapy is the treatment of choice in premycotic 
exfoliative states, but the authors add that it should be 
borne in mind that the histological appearances in the 
premycotic stage of mycosis fungoides may be such that 
the diagnosis must rest upon clinical opinion short of 
proof, and that the natural course of this singular erup- 
tion makes it difficult to assess accurately the response to 
treatment. E. W. Prosser Thomas 


943. Isolated Dyskeratosis Follicularis 

J. H. GRAHAM and E. B. Hetwic. A.M.A. Archives of 
Dermatology [A.M.A. Arch. Derm.] 77, 377-389, April, 
1958. 11 figs., 9 refs. 


The authors of this paper from the Armed Forces 
Institute of Pathology, Washington, D.C., describe and 
correlate the clinical and pathological characteristics of a 
large group of lesions, termed “ isolated dyskeratosis 
follicularis **, which histologically resemble the lesions 
of Darier’s disease and clinically may be mistaken for 
carcinomata. The majority of the 50 patients studied 
were adult males, but the age and sex distribution was 
influenced by the fact that most of the patients were 
drawn from various branches of the U.S. Armed Forces. 

The lesions, which were generally single, were found 
about the head and neck in areas rich in pilo-sebaceous 
follicles. The duration of the condition was one month 
to 13 years (average of 43 cases, 34 years). The single 
lesions were brown or flesh-coloured, firm, circumscribed, 


rough to touch, and usually 3 to 4 mm. in diameter (range 
l1to10mm.). The patients complained of foul-smelling, 
cheesy, purulent discharge from the lesions, crusting, and 
bleeding, with local irritation and a burning sensation. 
There was no familial incidence. Topical treatment, 
irradiation, desiccation, and curettage were usually 
followed by recurrence; complete excision appeared to 
be the only satisfactory treatment. Clinically, there was 
no evidence of malignant change. 

Histological examination revealed a cup-shaped, en- 
larged pilo-sebaceous follicle with basal-cell hyperplasia, 
epithelial proliferation, and papillomatosis. Many of 
the epithelial cells contiguous with basal cells had under- 
gone acantholysis and showed a dyskeratosis of the type 
seen in keratosis follicularis (corps ronds and grains). 

The histological differentiation of isolated dyskeratosis 
follicularis from Darier’s disease, familial benign chronic 
pemphigus, Bowen’s disease, squamous-celled carcinoma, 
adenoacanthoma, senile keratosis, and other conditions 
in which acantholysis and dyskeratosis occur is dis- 
cussed. Benjamin Schwartz 


944. Keratosis Senilis. A Biologic Concept of Its 
Pathogenesis and Diagnosis Based on the Study of Normal 
Epidermis and 1730 Seborrheic and Senile Keratoses 

H. Pinxus. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 29, 193-207, March, 1958. 15 
figs., 32 refs. 


. The histology of the senile keratoses, which account 
for tixe majority of the superficial keratotic lesions of the 
ageing skis, was first accurately described by Freudenthal 
in 1926. The present author reviews the pathogenesis of 
these conditions 2s a help in the definition of their dis- 
tinguishing features. In the normal epidermis each basal 
cell of the Malpighian fayer produces, by vertical mitosis, 
a clone of cells culminatiizg in the keratinized cells of the 
surface layer; only after complete epidermal loss does 
lateral growth of these cells occur as part of the regenera- 
tive process. The epidermal adnexa—eccrine sweat 
ducts and hair follicles—exist as separate biological 
entities largely outside and below the epidermis proper, 
although their matrix is capable of forming surface 
epithelium if the latter has been destroyed. In the senile 
keratoses the cells of the basal layer of the epidermis 
assume the appearance of prickle cells and lose their 
orderly stratified arrangement, growing both laterally 
and vertically. The regular ridged pattern of the rete 
malpighii is lost and the altered, anaplastic epidermis 
becomes biologically inactive, so that it is not “* recog- 
nized ” by the adnexal epithelium forming the follicular 
and eccrine ostia, which tends to overgrow it as in the 
process of wound healing. There is always a sharp line 
of demarcation, which appears in thin sections as a cleft 


between the abnormal epithelium and the keratinized - 


adnexal squamous epithelium spreading over its surface. 
The abnormal epithelium shows signs of beginning inva- 
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sion either into the dermis or into the adnexal epithelium 
at the ostia. These features distinguish senile from 
seborrhoeic keratosis. 

It is important to recognize that “* histogenetic inter- 
pretation of the histology of senile keratosis defines it 
as the development of carcinoma in situ’”’. The abnor- 
mal tissue is possibly the progeny of a single basal cell 


which has acquired a heritable defect leading towards 


malignancy—20% of cases eventually develop the 
characteristics of squamous-cell carcinoma. 
[The illustrations are excellent.] Allene Scott 


945. Diidolein in the Treatment of Microsporosis of 
the Scalp (Tinea Capitis). B neweHHu 
BOJIOCHCTOH YacTH 

Oo. V. Tyurmina and B. M. Lepepev. Becmnux 
Jepmamoaozuu u Bexeponozuu [Vestn. Derm. Vener.) 32, 
14-16, No. 2, March-April, 1958. 


In the course of research at the Central Dermatological 
‘nstitute of the U.S.S.R. into the treatment of fungus 
infections of the scalp without the use of x rays a new 
oreparation, diiodolein, was synthesized. This sub- 
stance is a product of iodine and oleic acid, and contains 
7-5°% of iodine. The method of treatment consists in the 
application of diiodolein to every affected area twice a 
day. The film which results is removed every 5 days with 
5°% salicylic acid in petroleum jelly. Manual epilation is 
then performed and the applications of diiodolein are 
continued. Excessive inflammatory reaction is treated 
with a 10% aqueous solution of ichthyol. Out of 90 
patients treated by this.method, 73 were cured after 
treatment lasting 50 to 60 days. H. Makowska 


946. Is Alopecia Areata Psychosomatic? A Psychiatric 
Study 

1. MacALPINE. British Journal of Dermatology (Brit. J. 
Derm.} 70, 117-131, April, 1958. 27 refs. 


It is emphasized that any investigation of the part 
played by psychological factors in the aetiology of 
alopecia areata is complicated by the frequency of self- 
cure or recurrence and the lack of reliable clinical criteria 
for prognosis. The author of this paper from St. 
Bartholomew’s Hospital, London, presents an analysis 
of a series of 125 unselected cases seen over a period of 
7 years. Of the 125 patients (48 males and 77 females), 
5 were under 10 years of age, 52 were in the age group 
10 to 29 years, and 68 were over 30 years. A history of 
other dermatological conditions was elicited in 14 cases, 
of a major illness in 6, a major surgical operation in 5, 
and some recurrent infection in 13. Of the females, 7 
connected an attack of alopecia with pregnancy. There 
was a family history of alopecia in 12 cases. 

The patients were divided according to psychiatric 
status into three groups: (1) no abnormality, 84; 
(2) mild emotional disturbance (neurosis), 27; and (3) 
severe psychiatric disturbance (psychosis), 14. Six 
patients gave a history of mental shock to which the 
alopecia was attributed; no psychiatric abnormality was 
discovered, and these patients were included in Group 1. 
The patients in Group 3 included 2 who had been in a 
mental hospital, 2 who had attempted suicide, and 8 
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who suffered from some form of delusion. There was 
no significant correlation between the frequency and 
duration of alopecia and the degree of mental disturbance. 
The author suggests that a slightly higher incidence of 
mild mental disturbance in patients with the severer forms 
of alopecia was probably effect rather than cause. Only 
one patient in Group 3 gave a definite history of onset of 
alopecia atthe time of a mental breakdown. Analysis 
of 6 cases in which the onset of alopecia was attributed 
to shock did not reveal any close or firm association 
between the two conditions. 

Psychotherapy was given to 35 patients who showed 
some degree of psychiatric disturbance, but in none of 
these did it have any affect on the alopecia, although a 
number were improved mentally. The author points 
out that alopecia is found in mental defectives, indicating 
that psychological factors and mental trauma are not 
significant aetiological factors. E. H. Johnson 


947. Keratoacanthoma versus Squamous-cell Carcinoma 
J. M. DE MoraGcas, H. MontGomery, and J. R. Mc- 


DonaLD. A.M.A. Archives of Dermatology [A.M.A. 
Arch. Derm.| 77, 390-395. April, 1958. 4 figs., 14 refs. 


The clinical differentiation of keratoacanthoma from 
the “ button” type of squamous-celled carcinoma may 
be difficult, and the investigation herein reported of 16 
cases of keratoacanthoma seen at the Mayo Clinic was 
undertaken primarily to redefine the pathologjcal criteria 
for its diagnosis. 

The usual clinical and histological features of the 
condition are described and illustrated. It is pointed out 
that although there is gross resemblance to squamous- 
celled carcinoma, the skin surrounding the lesion appears 
normal and does not show any precancerous changes. 
The growth of the lesion in 1 to 2 months to a diameter 
of 1 to 1-5 cm. contrasts with the slower growth of 
carcinoma; moreover there is no lymph-node involve- 
ment in spite of this rapid growth. Once the lesion 
attains its maximum size it does not progress further, 
and involution may begin. On bisection of the gross 
specimen streaking due to keratinization is observed in 
the bottom parts of a keratoacanthoma; squamous- 
celled carcinoma on the other hand appears homogen- 
eous, like raw potato. 

Histologically, the keratoacanthoma from the earliest 
stages shows a proliferating, pseudoepitheliomatous 
hyperplasia and lacks the true anaplasia of a carcinoma. 
Cords of epithelial cells showing mitotic figures and im- 
mature cells surround the central epithelial mass, but 
the cells remain attached with well-formed prickles; the 
ratio of the size of the nucleus to the size of the nucleoli 
is unaltered, and the basal-cell membrane is sharply 
limited and well preserved. A dermal inflammatory 
infiltrate may permeate the epithelial growth, and there 
is a sudden change from normal to hyperplastic epi- 
thelium at the edge of the central crater. A further point 
of differentiation from carcinoma is the tendency of 
keratoacanthoma from its earliest stages to undergo 
complete keratinization, a change which is found first 
in the uppermost central area of the lesion. 


Benjamin Schwartz 
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Paediatrics 


NEONATAL DISORDERS AND 
PREMATURITY 


948. Hyperbilirubinemia and ABO Hemolytic Disease 
in Newborn Infants of Diabetic Mothers. [In English] 
R. ZeTTERSTROM, B. STRINDBERG, and R. G. ARNHOLD. 
Acta paediatrica [Acta paediat. (Uppsala)| 47, 238-250, 
May, 1958. 4 figs., 31 refs. 


A study of 29 consecutive newborn infants of diabetic 
mothers at Karolinska Sjukhuset, Stockholm, demon- 
strated that such babies are prone to develop hyper- 
bilirubinaemia. No primary cause for this hyperbili- 
rubinaemia could be found and none of the infants 
showed apparent evidence of haemolytic disease. The 
peak serum bilirubin level was attained on the 4th day 
of life—later than in normal but not so late as in pre- 
‘ mature infants. However, a high incidence (5 cases) 
of ABO haemolytic disease was later found in this 
group, the reasons for which remain obscure. These 
findings are held to indicate that the presence of ABO 
haemolytic disease should be considered in hetero- 
specific pregnancies complicated by diabetes. Despite 
exchange transfusions in 3 of these infants, one died 
from kernicterus, and it was noted that in all cases there 
was a rapid rebound of the serum bilirubin level, which 
rose to the pre-treatment value within 24 hours. 

It is postulated that the hyperbilirubinaemia of babies 
of diabetic mothers may be due to a deficiency of the 
liver enzyme systems. J. M. Smellie - 


949. Dysmaturity 

S. Sséstept, G. ENGLESON, and G. Rootu. Archives of 
Disease in Childhood {Arch. Dis. Childh.] 33, 123-130, 
April, 1958. 1 fig., bibliography. 

The Scottish obstetrician Ballantyne seems to have 
been the first, in 1902, to call attention to the condition 
which the present authors term ‘“ dysmaturity” and 
which was attributed by Runge and more recently by 
Clifford (J. Paediat., 1954, 44,1; Abstr. Wld Med., 1954, 
15, 531) to “* placental insufficiency’. At the University 
Hospital, Lund, Sweden, during the 15-month period 
beginning January 1, 1956, the authors examined 1,171 
newborn infants for clinical features of dysmaturity. 
The incidence was found to be 16-7%, and the more 
advanced stages of the syndrome were seen in 1-8% of 
the infants studied. The frequency of dysmaturity 
increased the longer the period of gestation, although 
many of the infants born at term already showed features 
of the condition. The increase in weight of the post- 
mature foetus between the 39th and 44th weeks in utero 
was of the same magnitude each week in infants sub- 
sequently found to be normal at birth, but was appreci- 
ably less in infants who showed features of dysmaturity. 

The oxygen saturation of venous and arterial blood was 
measured in 210 dysmature infants and was found to 


decrease with increasing degrees of dysmaturity, 
whereas the haemoglobin level (estimated in cord blood 
of 885 infants) was found to increase with increasing 
dysmaturity. Further, the plasma pentose level (deter- 
mined in 198 infants), the plasma protein-bound hexose 
level (determined in 246 infants), the cord-blood levels of 
bilirubin and non-protein nitrogen, and the urinary 
excretion of albumin and sugar were also all found to 
increase with advancing signs of dysmaturity. The 
authors suggest that these findings indicate that in this 
condition there is ischaemia or destruction of placental 
tissue, with consequent disturbance of hepatic and 
renal function as a result of the ensuing anoxia. 
R. M. Todd 


950. Clinical and Biochemical Changes during Exchange 
Transfusions 

J. W. FARQUHAR and H. SmitH. Archives of Disease in 
Childhood {Arch. Dis. Childh.] 33, 142-159, April, 1958. 
5 figs., bibliography. 


In the belief that a close watch on the serum electro- 
lyte levels during exchange transfusion would help to 
remove one of the hazards of this procedure the authors 
have determined the serum calcium and potassium levels 
in 19 babies with haemolytic disease admitted to the 
Simpson Memorial Maternity Pavilion, Edinburgh. Of 
these infants, 12 remained normal clinically throughout 
the transfusion, but 7 developed abnormal clinical fea- 
tures at some stage and one of them died during the 
transfusion. The clinical disturbances encountered in- 
cluded cyanosis of the lower part of the body in 2 cases, 


-acute (non-fatal) collapse in one, congestive cardiac 


failure in one, and retching in 3. The chief changes in 
the serum electrolyte levels during transfusion were a 
rise in citrate and potassium and a fall in calcium level, 
these changes occurring both in the babies who were 
clinically normal as well as in those showing abnormal 
features. There seemed to be no constant relationship 
between the calcium and citrate levels or between calcium 
and potassium levels, but the one fatal case showed the 
highest potassium level and the lowest calcium level in 
the series. 

The authors discuss the possible reasons for a rise in 


the serum citrate level, especially in relation to the amount - 


of citrate in the transfused blood, the rate of the infusion, 
and the ability of the body to metabolize citrate. They 
also discuss the possible reasons for the raised serum 
potassium level—present in 11 (60°%) of the infants— 
in relation to the potassium level of transfused blood, 
rate of transfusion, ability of the liver cells to retain 
potassium, and ability of the kidneys to excrete electro- 
lytes. They again stress the generally accepted view 
that the serum potassium level may not reflect the intra- 
cellular potassium level. Apart from the effects of 
electrolyte disturbances on the clinical findings during 
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exchange transfusion, other factors such as changes in 
the circulation following birth, the mechanical effect on 
tne heart of the speed of transfusion, increasing blood 
\ scosity, the transfusion of cool blood, and stimulation 
of the autonomic nervous system during transfusion are 
aiso discussed. R. M. Todd 


O51. 
Infants 

kk. J. CREMeR, P. W. PERRYMAN, and D. H. RICHARDs. 
1 mcet [Lancet] 1, 1094-1097, May 24, 1958. 7 refs. 


In the first two weeks of life a serum bilirubin level 
a ove 20 mg. per 100 ml. may cause kernicterus. The 
d mage to the cells of the basal ganglia is probably due 
tc an inhibitory action of excess bilirubin on cellular 
respiratory activity. Kernicterus can be prevented by 
reducing the serum bilirubin level, destroying the bili- 
ruin, Or removing it from the blood stream, this last 
bcing achieved by replacement transfusion, for which, 
however, experienced staff and good laboratory facilities 
are essential. 

in this paper from the General Hospital, Rochford, 
Essex, a relatively simple method of destroying bilirubin 
in the serum is described. During serial estimation of 
th. serum bilirubin level in jaundiced infants it was noted 
tht the bilirubin was highly photosensitive in vitro. The 
au.hors state that under the action of light bilirubin 
undergoes photo-oxidation or dehydrogenation to bili- 
ve:din or some intermediate product which is more 
po:ar and therefore probably more easily excreted than 
bil rubin. A similar change took place in vivo, it having 
becn observed that in premature infants exposed to sun- 
ligiit the yellow pigmentation in the exposed areas faded 
awiy. It was then decided to use exposure to light thera- 
peutically, and in 12 out of 13 premature infants with 
physiological jaundice the serum bilirubin level fell 
sig iificantly after intermittent sunlight treatment. Later, 
art ficial light of 420 to 480 my wavelength was found to 
have the same effect as sunlight. In 2 infants with severe 
jaundice due to Rh incompatibility there was no response 


to light treatment, and an exchange transfusion had to 


be given. The authors state that this light treatment is 
noi suitable for erythroblastotic infants with active 
hacmolysis, but may be used with advantage to control 
the serum bilirubin level in cases of jaundice of pre- 
maturity. Marianna Clark 


952. A Murmur from the Ductus Arteriosus in the New- 
born Baby 

E. D. BURNARD. British Medical Journal (Brit. med. J.] 
1, 806-810, April 5, 1958. 9 figs., 22 refs. 


A systolic murmur which was attributed to the presence 
of a patent ductus arteriosus was heard in 37 of 100 
healthy infants examined at or soon after birth at St. 
Mary’s Hospital, London. The author describes the 
characteristics of this murmur and provides phonocardio- 
graphic evidence in support of its distinction from other 
systolic murmurs heard at this age. An adult-sized bell 
chest-piece was used for auscultation and a portable 
direct-writing instrument for the phonocardiographic 
studies, the 400-c.p.s. “* standard frequency ” band being 


Influence of Light on the Hyperbilirubinaemia of — 


303 


nearest to the auscultatory findings. Electrocardio- 
graphy was also carried out unless the placing of the 
electrodes disturbed the baby. Of the 44 infants 
examined immediately after birth, the characteristic 
murmur was present within the first 15 minutes in 18 and 
appeared 4 to 5 hours after birth in 7. Of the remaining 
56, who were first examined one to 11 hours after birth, 
the murmur was present in 12. To ascertain the relation- 
ship between asphyxia and the presence of the murmur 
those of the 44 babies examined soon after birth who 
cried and breathed normally within 3 minutes (23) were 
carefully differentiated from those who showed signs of 
asphyxia during delivery (21). The ductus murmur 
occurred in 13°% of the former and in 71% of the latter, - 
the difference being highly significant (P<0-001). There 
also appeared to be some correlation between a body 
temperature higher than the average and the presence of 
the murmur after normal delivery, though in the babies 
who were slightly asphyxiated this correlation was not 
so clear. David Morris 


CLINICAL PAEDIATRICS 


953. 17-Ketogenic Steroid Excretion in Obese Children 
Before and After Weight Reduction 
H. Couen. British Medical Journal [Brit. med. J. 1, 
686-688, March 22, 1958. 14 refs. 


The case histories of 4 children and adolescents 
suffering from simple obesity clinically, but whose daily 
excretion of 17-ketogenic steroids was in excess of the 
normal for their age, are reported from the Sheffield 
Royal Hospital. With .the exception of one case the 
17-ketosteroid excretion was only slightly raised or at 
the upper limit of normal. However, with dietary 
restriction both the 17-ketosteroid and 17-ketogenic 
steroid output became normal. The author notes the 
fall in 17-ketosteroid excretion which has been reported 
as resulting from undernutrition, and he suggests that 
overnutrition may produce a mild secondary hyper- 
pituitarism. Denis Abelson 


954. Essential Fatty Acids and Idiopathic Hypercal- 
caemia of Infancy 

A. T. James, T. STAPLETON, J. WeBB, and W. B. Mac- 
DONALD. Lancet [Lancet] 1, 502-504, March 8, 1958. 
3 figs., 6 refs. . 


It has been suggested that a deficiency of essential fatty 
acids (linoleic and linolenic) plays a part in the genesis 
of infantile idiopathic hypercalcaemia, and that these 
fatty acids are destroyed during the preparation of 
evaporated and dried milks for infant feeding. To test 
these hypotheses the authors studied the fatty-acid con- 
tent of samples of human milk, cow’s milk before and 
after drying, stored dried milk, and evaporated milk. . 
Whole blood from 3 healthy infants and 3 infants with 
idiopathic hypercalcaemia was similarly analysed before 
and after the infants had been given cotton-seed oil. 
The linoleic acid content of powdered milk stored for 
6 months was much reduced, by about one-third, com- 
pared with that of cow’s milk, whether the latter was 
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fresh, evaporated, or fresh roller-dried. In 2 infants 
suffering from idiopathic hypercalcaemia the serum level 
of linoleic plus linolenic acids rose following adminis- 
tration of cotton-seed oil; the serum calcium levels fell 
at first, but rose again although the serum levels of the 
fatty acids remained high. The authors therefore do not 
consider that a deficiency of these fatty acids is a cause 
or an essential feature of idiopathic hypercalcaemia. 
Winston Turner 


955. Meningococcal Infections in Children 

R. Kocu and M. J. Carson. New England Journal of 
Medicine [New Engl. J. Med.] 258, 639-643, March 27, 
1958. 5 figs., 16 refs. 


The case histories of 150 children suffering from 
meningococcal infections—128 of whom were admitted 
to the Los Angeles Children’s Hospital between 1935 
and 1956 and 22 were referred to an infectious diseases 
hospital for treatment—are reviewed. Of the 128 cases 
admitted to the hospital, there were 91 of frank menin- 
gitis; the remaining 37 had meningococcal septicaemia 
without meningitis, but 16 of these had the clinical 
Waterhouse-—Friderichsen syndrome with fever, cyanosis, 
purpura, and shock. There were 20 deaths—a mor- 
tality of 15-6°%; among these 20 patients were 13 of the 
16 who presented with Waterhouse-Friderichsen syn- 
drome (81°% mortality). Six early deaths occurred in 
1935-41 before specific therapy was available. While 8 
patients treated with sulphonamides alone recovered, 
there were 5 deaths among 39 patients treated with sul- 
phonamides and penicillin and 9 deaths among 75 
patients given multiple therapy including other anti- 
biotics and steroids. The survival rate in the fulminating 
cases was not influenced by the use of hydrocortisone; 
7 patients died despite adequate doses of steroids and 
vasopressor agents as well as other emergency treat- 
ment. Among the 91 cases of meningitis there were 8 
cases of subdural haematoma. 

It is considered that sulphonamides are still the most 
important and effective group of drugs for treatment of 
meningococcal infections. The addition of penicillin 
and the tetracyclines did not lower the fatality rate in 
the present series, nor did treatment with adrenal 
steroids improve the outcome in the cases of Water- 


house-Friderichsen syndrome. The authors conclude 


that early diagnosis and the prophylactic administration 

of sulphadiazine to family contacts are important 

methods of combating meningococcal infections. 
Winston Turner 


956. The Changing Aetiology of Erythema Nodosum in 
Children 

J. Lorser. Archives of Disease in Childhood [Arch. Dis. 
Childh.| 33, 137-141, April, 1958. 1 fig., 6 refs. 


In view of the recent considerable decline of tuber- 
culosis in children reported by the author (Brit. med. J., 
1953, 2, 1122; Abstr. Wid Med., 1954, 15, 355) he has 
now reviewed 105 cases of erythema nodosum in 
children seen at the Children’s Hospital and 2 other 
hospitals in Sheffield during the 6-year period 1951-6. 
The age distribution was uniform, except for peaks at 


ages 2, 9, and 10 years, and boys and girls were equally 
affected. A positive tuberculin reaction was found in 
70 patients; being the result of natural infection in 65 
cases and following B.C.G. vaccination in 5. The pro- 
portion of tuberculin-positive children fell progressively 
during the 6-year period of the study. Thus in the first 
3 years 73°%% of 49 patients, and in the second 3 years 
51% of 56 patients, were tuberculin-positive; younger 
patients with erythema nodosum were more frequently 
tuberculin-positive, the proportions being 71% in the 
age group 0-8 years, compared with 53% in the age 
group 9-14. 

Erythema nodosum developed in 35 patients who were 
tuberculin-negative; in 17 of these a history of preceding 
sore throat was obtained, and in 10 the throat swab was 
positive for B-haemolytic streptococci or the antistrepto- 
lysin-O titre was elevated. Erythema nodosum devel- 
oped in more than one member of three families. In 6 
cases a second attack occurred, in 3 within 4 weeks and 
in the other 3 between 3 and 5 years after the initial 
attack. R. M. Todd 


957. Bacterial Content of Small Intestine of Children 
in Health, in Coeliac Disease, and in Fibrocystic Disease 
of Pancreas 

C. M. ANDERSON and R. F. LANGFoRD. British Medical 
Journal (Brit. med. J.] 1, 803-806, April 5, 1958. 10 refs, 


The authors, working at the Royal Children’s Hospital, 
Melbourne, have investigated the bacterial flora of the 
small intestine in 15 children with coeliac disease and 7 
with fibrocystic disease of the pancreas. Specimens from 
the jejunum as well as from the stomach and duodenum 
were obtained by intubation and aspiration, fluoroscopy 
being used as a guide to the level of the tube. (The 
apparatus and techniques employed are described in 
detail.) Two further groups, consisting of 19 children 
without gastro-intestinal symptoms from whom speci- 
mens were obtained by intubation or by needling of the 
small intestine at different levels during surgical operation, 
were also examined as a control. Specimens of saliva 
were obtained from all patients. Samples were investi- 
gated bacteriologically upon a range of culture media, 
the only selective media used being plain deoxycholate 
agar and beerwort agar. The amount of growth was 
graded from + to +++ and the organisms identified 
so far as possible. 

Oral-type flora, predominantly of “* viridans ” strepto- 
cocci, was obtained from the saliva of all groups of 
children. Stomach contents were generally either 
sterile or contained a salivary type of flora. Oral-type 
organisms, when found in duodenal or jejunal specimens, 
were usually present in small numbers only. A resident 
faecal flora was found in the jejunum of 4 of the 12 
intubated control cases, of 3 of the 15 patients with 
coeliac disease, and of one of the 7 patients with fibro- 
cystic disease. The organisms most often found were 
Escherichia coli Type 1 and irregular types, Aerobacter 
aerogenes Type 1, paracolon bacilli, and Proteus spp. 
Streptococcus faecalis was isolated from 2 patients only. 
No association could be demonstrated therefore between 
steatorrhoea and an abnormal small-intestinal flora. In 
all the control subjects who were investigated by direct 
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needling the small intestine was found to be free from 
a resident faecal-type flora. 

The limitations and difficulties of intubation in studies 
of this type are discussed and the authors point out that 
while ** negative ’’ results are of value, caution should be 
exercised in the interpretation of results of a “‘ positive ” 
nature. Joyce Wright 


958. Framycetin in Infantile Gastroenteritis Due to 
Pathogenic Escherichia coli 

R. Louwetre and A. Lamsrecuts. British Medical 
Journal [Brit. med. J.) 1, 868-869, April 12, 1958. 15 refs. 


At the Paediatric Clinic of the University of Liége 
the authors treated 25 infants suffering from gastro- 
enteritis due to pathogenic strains of Escherichia coli with 
fr umycetin sulphate (“* soframycin The patients’ ages 
reaged from 7 days to 7 months and their weights from 
1,00 to 6,900 g.; 14 were premature (weighing 1,400 to 
2.00 g.) and 8 were undernourished. In most of the 
ca.es Esch. coli Type 055:B5 was isolated from the stools. 
Tie dosage of the antibiotic was 50 mg. per kg. body 
wight given in 2 doses daily for 3 to 12 (average 5) days. 
In 3 cases chloramphenicol was given in addition for 
as.ociated infections (otitis, pneumonia, and pyelo- 
nephritis). 

in assessing the results two criteria were used: (1) the 
time taken for clearance of Esch. coli from the stools; 
ani (2) the rate of disappearance of abnormal clinical 
sigas—dehydration, frequent stools, and vomiting. 
Stool culture became negative for Esch. coli within 3 
days in 22 cases and within 5 days in 2. Only in one 
case did the stools remain positive after 5 days’ treat- 
ment, and they were still positive 6 weeks later, although 
the baby had no sign of gastro-enteritis. In most cases 
fluid balance was restored by mouth, only 5 infants 
necding intravenous infusions. The stools were normal 
in .ppearance within 48 hours in 18 cases and within 72 
hours in all but one. Of the 12 infants with severe 
vomiting, this was controlled within 24 hours in 10 and 
within 48 hours in all and did not recur. Analysis of the 
urine and determination of the blood urea level in a 
number of cases showed the drug to be non-nephrotoxic. 

[In the abstracter’s view the exact role of Esch. coli in 
gastro-intestinal upsets in infancy has yet to be con- 
clusively proved. Measures to combat dehydration 
alone are often successful in helping these cases, and this, 
along with the fact that the condition is frequently self- 
limited, makes it difficult to appraise the role and value of 
any chemotherapeutic agent in these disorders.] 

I. M. Librach 


959. Recurrent Abdominal Pains: a Field Survey of 
1,000 School Children 

J. APLEY and N. Natsu. Archives of Disease in Child- 
hood [Arch. Dis. Childh.] 33, 165-170, April, 1958. 


To determine ‘‘ what sort of children are they who 
complain of recurrent abdominal pains, and how do they 
compare with children who do not suffer from such 
pains” the authors surveyed 1,000 unselected children 
seen during routine school medical examinations at 
Bristol. A complaint of recurrent abdominal pain— 

x 
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that is, of having had at least 3 bouts of pain during the 
last 3 months severe enough to interfere with normal 
activity—was made by 108 children (50 of 528 boys and. 
58 of 472 girls). Also surveyed, for control purposes, 
were 312 children living in the same districts and attend- 
ing the same examinations who had no abdominal pain. 


A number of children under 5 were also included. 


There was a steady incidence of pain in boys between 
5 and 10 years, followed after a fall by a small rise at 14 
years. The incidence was similar in girls up to 8 years, 
but then a sharp rise, affecting more than 1 in 4 of all 
girls of 9 years of age, was followed by a steady fall. 
With regard to the age of onset of pains there was a 
steady rise in both sexes up to 5 years, followed by a 
steady fall in boys; but in girls there was a sharp increase 
between 8 and 10 years, with none subsequently. The 
pain was most often located in the umbilical region, but 
duration, type, and frequency varied greatly. The more 
common disturbances associated with the attack were 
pallor, vomiting, headache, and lassitude. The pains 
were much more frequent in children with a family 
history of abdominal trouble; thus other members of 
the families of 46% of the children with pain also 
suffered from some recurrent abdominal pain, the corre- 
sponding figure for the control group being 8°%. 

Little difference was found on physical assessment of 
the two groups of children, except that the average weight 
of those with abdominal pains was slightly less than that 
of the controls. Intelligence was similar in both groups. 
There were far more emotional disturbances among 
children with pains, including fears, enuresis, sleep dis- 
turbances, and disorders of appetite; also a much 
greater proportion (34°%) were classed as highly strung, 
fussy, excitable, anxious, timid, or apprehensive com- 
pared with the controls. Electroencephalography failed 
to show any difference between the two groups. 

E. H. Johnson 


960. Acute Epiglottitis in Childhood: a Serious Emer- 
gency, Readily Recognized at the Bedside 
W. BERENBERG and S. Kevy. New England Journal of 


Medicine [New Engl. J. Med.] 258, 870-874, May 1, 
1958. 7 refs. 


Between 1946 and 1955 42 cases of acute epiglottitis 
were seen at the Children’s Medical Center, Boston, in 
only one of which was the condition correctly diagnosed 
before admission. The ages of the patients, 26 males and 
16 females, ranged from 3 months to 14 years (average 
4 years). There was a seasonal incidence of the con- 
dition, most of the cases occurring between November 
and May. The onset was abrupt, with severe throat pain, 
difficulty in swallowing and breathing, choking, and pro- 
gressive restlessness. The authors state that the course 
of the condition, if untreated, is often rapidly progressive, 
with increasing toxicity and respiratory obstruction, 
shock, and death in a few hours. The condition’ can 
be readily diagnosed at the bedside on depressing the 
tongue, when a bright cherry-red swelling—the swollen 
epiglottis—can be seen obstructing the pharynx. 

Of the 42 patients in the series, 3 were dead on arrival 
at the hospital and 2 ‘more died soon after admission; 
all were under 5 years of age. Haemophilus influenzae, 


7 

2 

“4 

6 
d 

il 

al 

il, 

he 

7 

m 

m 

py 

he 

in 

en 

ci- 

he 

iva 

sti- 

ate 
vas 

ied 

to- 

of 

her 

ype 

ons, 

lent 

12 

vith 

vere 

icter 

spp. 

nly. 

veen 

In 
irect 


306 


Group B, was isolated on blood culture in 11 out of 16 
cases and on throat culture in 17 out of 39 cases, findings 
which tend to support the view that this organism is 
largely responsible for this almost specific type of 
infection. 

Drug treatment varied over the years depending on the 
availability of antibiotics. The authors state that their 
present practice is to nurse the children in a cool, humidi- 
fied atmosphere and administer chloramphenicol intra- 
muscularly and by mouth. Tracheotomy is often 
required ; it was necessary in the first 24 hours in 18 cases 
in the present series, none of which was fatal. 

John Fry 


961. Regional Obstructive Emphysema in Infancy 

J. THOMSON and J. O. ForFar. Archives of Disease in 
Childhood [Arch. Dis. Childh.| 33, 97-108, April, 1958. 
14 figs., 28 refs. 


The authors, basing their theory on 12 illustrative cases 
which are reported in some detail, formulate the idea that 
three types of regional obstructive emphysema can be 
distinguished in infants—lobar, lobular, and cystic. 
They consider that this distinction is a convenient and 
possibly useful one, although mixed types occur. 

Of the 6 cases of lobar emphysema described, 3 were 
congenital; one of these 3 patients died, one recovered 
spontaneously, and the third recovered after resection of 
the affected lobe at 7 weeks. Of the remaining 3 cases 
in this category, extrabronchial compression was associ- 
ated in one with cardiac enlargement and in another 
with enlarged tuberculous glands, while in the last case 
the left main bronchus may have become obstructed by 
mucopus in the course of pneumonia. The 3 cases of 
lobular obstructive emphysema described included 2 in 
newborn babies (one with a pneumothorax), both of 
which recovered spontaneously, and one fatal case of 
obstruction of the bronchi by inhaled vomitus. Of the 
3 cases of cystic obstructive emphysema described, 2 
were ‘associated with pneumonia (which in one was 
proved to be staphylococcal) and the third was a some- 
what complex case with total absence of the right kidney 
and ureter and a pulmonary lesion which was probably 
a congenital cyst of the lung. 

In discussing these cases the authors draw attention to 
clinical and radiological methods of recognition of 
obstructive emphysema which, they suggest, may be a 
commoner cause of respiratory embarrassment in infancy 
than is realized. A. W. Franklin 


962. Treatment of Persistent Enuresis with the Electric 
Buzzer 

I. G. Wickes. Archives of Disease in Childhood [Arch. 
Dis. Childh.| 33, 160-164, April, 1958. 9 refs. 


The results of treatment by means of an electrical warn- 
ing apparatus of 100 children (81 of them boys) with 
severe enuresis resistant to other forms of treatment are 
described. Most of the children were between the ages 
of 7 and 13 years, only 4 being younger than 7 years and 
12 older than 13, but nearly all had been persistent and 
frequent bed-wetters from birth. A family history of 
bed-wetting was obtained in 50 of the cases, and in a 
further 30 a blood relative was affected. Intelligence 
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was usually normal; 70 were said to be of nervous tem- 
perament. The apparatus consisted of a buzzer, a light, 
and a 6-volt battery with relay, connected to two fine 
metallic gauze mats measuring 16 by 20 inches (40 by. 
50 cm.). These mats were secured in the bed, and a 
circuit was completed by even a small amount of urine, 
thus setting off the alarm. 

It was found that success in treatment was usually 
apparent by the 3rd month. In a final assessment 50 
children were classed as “‘ completely dry ’’, and 38 of 
these had reached this stage before the end of the 3rd 
month. A further 15 children were finally classified as 
** occasionally wet ’—that is, had one or two wet nights 
a month; another 9 cases showed some improvement, 
and in 26 there was no improvement at all. Relapse 
occurred in 9 cases which had previously improved, but 
in 8 of these a short refresher course re-established the 
improvement. It was found that response to treatment 
followed a definite pattern: as the number of wet 
nights decreased, so did the size of the wet patch. Many 
children found it necessary at first to get up to micturate 
in order to keep dry, but this necessity diminished as 
confidence increased. A considerable improvement in 
the nervous state of many children was noted, suggesting 
that the nervous condition might well have been the 
result rather than the cause of bed-wetting in these cases. 

E. H. Johnson 


963. A Cerebral-palsy Service for Children 
D. Lawson. Lancet [Lancet] 1, 840-842, April 19, 1958. 
1 ref. 


An advice clinic for parents has been part of the 
cerebral palsy unit at Queen Mary’s Hospital for Chil- 
dren, Carshalton, since 1945. This is largely an out- 
patient service, but there is a small residential unit of 20 
beds. Over the period 1954-6 206 patients were referred 
to the clinic, 127 of whom had cerebral palsy in one of 
its forms, 68 were suffering from mental deficiency only 
and were referred to the appropriate authority, and 11 
were not suffering from either cerebral palsy or mental 
deficiency. The type of cerebral palsy present, the degree 
of complicating mental defect, and the extent of incipient 
or established deformity were assessed, and the prognosis, 
both physical and mental, was explained to and dis- 
cussed with the parents, the need for parental guidance 
of the child being stressed. The 127 cases were classi- 
fied as follows: generalized spasticity, 76; variable 
rigidity, 19; athetoid cerebral palsy, 3; ataxia, 3; con- 
genital hemiplegia, 21; and acquired hemiplegia, 5. 
After clinical assessment the patients were grouped 
according to the probable appropriate form of education 
of training as follows: (1) capable of receiving education 
at an ordinary school, 31; requiring education at a 
school for subnormal children, 30; ‘“‘ borderline of 
educability ”, 18; and ineducable, 48. The probable 
“social prognosis”, having regard to mental and 
physical disability, was assessed as follows: ultimately 
independent, 36; partially dependent, 26; and dependent, 
65. Of the 121 patients with congenital cerebral palsy, 
43 had no history of complications during birth. The 
incidence of prematurity in the series was 45°% (50 out of 
109 infants). 
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The value of early diagnosis and appropriate guidance 
of the child’s developing physical activity is emphasized. 
It is pointed out that only 13 of the children were referred 
in the first 18 months of life and 44 were over 5 years of 
age before they were seen. For a number of reasons, 
especially distance from the clinic and the presence of 
severe mental deficiency for which institutional manage- 
ment elsewhere was arranged, the advice clinic service 
was effectively used in only 61 of the 127 cases. The 
author emphasizes that the residential unit is not used 
as a substitute for parental guidance, but rather for the 
purpose of instituting such guidance and overcoming 
carly difficulties. E. H. Johnson 


964. The Prognosis in Cerebral Palsy 
P. PLum. Danish Medical Bulletin [Dan. med. Bull.) 5, 
58-65, Feb., 1958. 8 figs. 


The prognosis in cerebral palsy is discussed with refer- 
ence to the findings in 203 patients observed at Rigs- 
Lospitalet, Copenhagen, for periods of 3 to 14 years. All 
the children were examined two or three times a year by 
tne same physician and in many instances radiographs 
were taken. The author defines carefully the terms used 
in classifying the patients into 5 diagnostic groups— 
hemiplegia, paraplegia, tetraplegia, athetosis, and ataxia. 
‘| he degrees of motor handicap, speech defect, and intelli- 
gence defect were assessed on a three-point scale. Of 
tiie 124 children of school age, 76 had normal intelligence 
and 53 of these attended the ordinary schools. Treat- 
ment included physiotherapy and exercises supervised 
by the parents in the home, speech therapy (in 62 cases), 
and orthopaedic operations (25 cases). In the series as 
a whole there was satisfactory improvement in motor 
function in 39°%% of the cases, in intellectual development 
in 64%, and in speech development in 63°%. The greatest 
improvement in motor function was observed in the 
group with hemiplegia, while speech development was 
best in the patients with tetraplegia. 

The severity of a single handicap and the degree of 
mental defect were the most important factors influencing 
prognosis; when these were marked the prognosis was 
poor. Of 16 patients with epilepsy and tetraplegia, none 
showed normal intelligence, whereas of 56 without epi- 
lepsy, 25 were of normal intelligence. The unfavourable 
prognostic effect of epilepsy was most marked in the 
patients with tetraplegia. A diminution in the circum- 
ference of the skull indicated a poor prognosis. The 
presumed cause of the cerebral palsy did not appear to 
influence prognosis. William Hughes 


965. Multiple Sclerosis in Children. A Clinical Study 
of 40 Cases with Onset in Childhood 

J. C. GALL, A. B. Hayes, R. G. SIEKERT, and H. M. 
KeitH. Pediatrics [Pediatrics] 21, 703-709, May, 1958. 
1 fig., 5 refs. 


The incidence of disseminated sclerosis in children was 
studied in the case records of the Mayo Clinic for the 
period 1920 to 1952, During that time there were 40 
cases of disseminated sclerosis in which the first neuro- 
logical symptoms occurred in children under 15 years of 
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age. When the diagnosis of disseminated sclerosis was 
first considered 8 of the patients were under 15, the 
remainder being between 15 and 20 years. Approxi- 
mately 0-4°%% of all cases of the disease seen between 
1940 and 1949 occurred in children. In the present 
series there were 26 girls and 14 boys, a sex ratio (2:1) 
which accords with the findings of other workers. The 
authors point out that in adults the sex ratio for large 
series is close to unity. The disease was very similar 
to that seen in adults in respect of mode of onset, symp- 
toms occurring in the initial and subsequent episodes, 
physical findings, the clinical course, and the prognosis. 
While the clinical findings varied considerably, motor 
symptoms and visual disturbances were present in the 
majority of cases. One patient died 3 years after 
the onset of symptoms and 2 survived for 29 years. The 
average duration of life of the 12 who were known to 
have died was 14 years. John Lorber 


966. Prognosis in Infantile Spasms 
L. L. Burnett, E. L. Gipss, and F. A. Gipss. Pediatrics 
[Pediatrics] 21, 719-721, May, 1958. 1 fig., 3 refs. 


Spasms occurring in children under one year of age 
are usually characterized by one of the following: sudden 
jerking of the head, rolling of the eyes, a flinging upward 
of the arms, or quivering of the entire body. These 
movements are not rhythmical, and the attacks, although 
abrupt and of short duration, last longer than attacks of 
myoclonic epilepsy. Infantile spasms are usually associ- 
ated with electroencephalographic (EEG) appearances of 
hypsarrhythmia, consisting in slow waves at very high 
voltage and random spikes of chaotic appearance. All 
epileptic manifestations in these children tend to decrease 
with increasing age, but the prognosis is very poor, since 
11% die before the age of 3 years and 87°%% become men- 
tally deficient. 

In this paper from Logansport State Hospital, Indiana, 
the authors report a follow-up study of 34 children with 
infantile spasms (out of a total of 450) in whom the 
EEG was normal before the age of one year. Of these 
34, 27 were followed up to a mean age of 4-8 years, 
mostly by correspondence with the patient’s physician. 
It was found that 12 had some degree of physical retarda- 
tion, a similar number were mentally retarded, and 7 had 
epileptic seizures during the follow-up period. In all 
these aspects the prognosis was more favourable than in 
those who had infantile spasms associated with an EEG 
picture of hypsarrhythmia. Of 8 patients who returned 
for a follow-up examination 4 showed a variety of 
abnormal EEG patterns; all 4 had physical or mental 
defects. 

-[This valuable study is somewhat marred by the 
method of follow-up and the lack of uniform assessment 
of the group.] John Lorber 


967. Gargoylism. A Review Including Two Occur- 
rences in the American Negro 

E. F. Gitpert and G. H. Guin. A.M.A. Journal of 
Diseases of Children [A.M.A. J. Dis. Child.] 95, 69-80, 
Jan., 1958. 9 figs., bibliography. 
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Public Health 


968. An Investigation into the Social Background of 
Dull and Backward Children 

J. A. G. GraHam. Medical Officer [Med. Offr] 99, 
191-192, April 3, 1958. 6 refs. 


An investigation is reported of the social background 
of a group of 32 dull and backward children in the West 
Riding of Yorkshire who had left school during the 
preceding 6 years. The I.Q. of these children, all of 
whom had been educated at ordinary schools, ranged 
from 70 to 86 and the dullness and backwardness were 
uncomplicated by other factors such as a physical handi- 
cap. A group of children of normal intelligence, 
matched for age, sex, school, and home district, served 
for control purposes. 

The investigation was carried out in two stages. In 
the first stage information was sought concerning both 
groups from infant welfare and school medical records 
and from social workers, health visitors, and others. 
In the second stage the author personally visited the 
homes of the children to interview a relative and obtain 
permission to approach their children’s employers, who 
were then asked to grade the employees as (a) good at 
work, (b) adequate, or (c) unsuited. 

It was found that in the dull and backward group or 
in their families there was a higher incidence of truancy, 
illegitimacy, mental handicap or insanity, unsatisfactory 
home life, and delinquency than in the control group. 
The dull and backward children also tended to move 
from one job to another, the work always being relatively 
unskilled, and were graded lower by the employers than 
were the controls. It is concluded that dullness and 
backwardness may be partly responsible for anti-social 
tendencies, and a plea is made for more interest in, and 
understanding of, such children during school life, in 
order to give them help and encouragement and thus 
possibly prevent a future breakdown in social adjustment. 

H. P. Tait 


969. Smoking and Death Rates—Report on Forty-four 
Months of Follow-up of 187,783 Men. I. Total Mortality 
E. C. HAMMOND and D. Horn. Journal of the American 
Medical Association [J. Amer. med. Ass.] 166, 1159-1172, 
March 8, 1958. 5 figs., 4 refs. 


The authors have previously reported (J. Amer. med. 
Ass., 1954, 155, 1316; Abstr. Wid Med., 1955, 17, 70) 
the results of the follow-up at 20 months of 187,783 men 
aged 50 to 69 whose smoking habits were known. 
Their conclusions then were that the death rate of cigar- 
ette smokers was higher than that of men who had never 
smoked cigarettes and that one-quarter of the excess 
deaths was ascribed to cancer and one-half to coronary 
arterial disease. The present paper reports the follow-up 
results after 44 months and deals with all causes of death 
combined. The survey, which was fully described in 
the earlier paper, was carried out by volunteer observers 


for the American Cancer Society during January to 
May, 1952, and once a year thereafter these volunteers 
reported on their subjects stating whether they were 
* alive ’’, dead” or untraced”’. Copies of the death 
certificates were obtained for all reported deaths and 
more detailed information was obtained from medical 
sources in all cases in which cancer was mentioned on the 
death certificate. The survey covered subjects living in 
394 counties in 9 States of the U.S.A. The questionary 
was designed so that subjects could be classified in a 
variety of ways according to their present and past 
smoking habits and according to changes in these habits. 
Tables show, for various groups of men so classified, the 
age-specific mortality for age groups 50-54, 55-59, 60-64, 
and 65-69 years and also mortality ratios based on the 
number of observed deaths in a group divided by the 
number expected if the group had had the same age- 
specific mortality as the non-smokers. Of the original 
189,854 men, 175,913 were known to be alive at the end 
of October, 1955, 11,870 (6%) were dead, and 2,071 
(1-1%%) were untraced. Thus the follow-up experience, 
which is 99°% complete, is based on 187,783 men for an 
average of 44 months, equivalent to 667,753 man-years. 
In terms of complete life history about one-sixth of the 
total experience (115,584 man-years) was contributed by 
men who had never smoked, and about one-third 
(225,565 man-years) by those who had smoked cigarettes 
only. = 

In all four age groups the men who had regularly 
smoked only cigarettes had the highest mortality of any 
category defined by their lifetime history of smoking. 
The mortality ratios for these groups were as follows: 
never smoked 1-00; occasional smoking only 1-09; 
smoked pipes only 1-12; pipes and cigars 1-10; cigars 
only 1-22; cigarettes, pipes, and cigars 1-37; cigarettes 
and cigars 1-36; cigarettes and pipes 1-50; and cigarettes 
only 1-68. The men who smoked only cigarettes were 
then subdivided further according to the quantity being 
smoked daily at the time of completing the questionary 
in 1952. The mortality ratios were: less than half a 
pack [of 20] a day, 1:34; half to one pack, 1-70; one to 
2 packs, 1-96; and 2 or more packs, 2:23. The mor- 
tality for cigar smokers smoking less than 4 cigars per 
day was 1-03 compared with 1-24 for those who smoked 
more than four per day, while the ratios for pipe smokers 
who smoked less and more than 10 pipefuls per day were 
1-05 and 1-19 respectively. 

The men were further classified not only by their 
smoking habits in 1952 but also by previous smoking 
habits. This showed that those who in the past had 
regularly smoked only cigarettes but in 1952 were not 
smoking had a lower mortality than those with the 
same past history but who were still smoking cigarettes 
in 1952, the mortality ratios in these two groups being 
1-43 and 1-74 respectively. Men who had been regular 
smokers in the past were termed “ ex-smokers”’ and 
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were subdivided into groups according to how long 
before 1952 they had stopped smoking; in ex-smokers 
of cigarettes the mortality ratio decreased as the period 
for which they had been non-smokers increased. The 
ratios for those who formerly smoked less than one pack 
per day were 2-04 for those who had stopped smoking 
for less than one year, 1-30 for those who had stopped 
‘or 1 to 10 years, and 1-08 for those who had stopped 
‘or more than 10 years. For ex-smokers who formerly 
-moked one or more packs a day these ratios were 2°69, 
--82, and 1-50 respectively. Further analysis of this type 
suggests that reduction from a high to a low amount of 
smoking also reduces the ratio. One interesting aspect 
cf the detailed analysis is the conclusion that about 60% 
of the difference in mortality between urban and rural 
subjects, after age standardization, disappears when 
cllowance is also made for differences in ‘smoking 
|.abits. Various other classifications are considered and 
« number of checks, described in detail, were made to 
easure that the comparisons made between groups of 
nien with different smoking habits were valid. The 
eirlier conclusions relating to total mortality were 
confirmed. 

In summary, the findings reported in this paper suggest 
that men with a regular history of cigarette smoking 
have a mortality 68% higher than comparable men who 
have never smoked, and that this proportion varies 
drectly with the amount smoked, so that the heaviest 
cigarette smokers (2 or more packs per day) have a 
mortality level 123°% higher than those who never 
smoked. It appears, moreover, that when previous 
regular smokers cease to smoke they have a lower death 
rate than those who continue to smoke. 

E. A. Cheeseman 


9°0. Smoking and Death Rates—Report on Forty-four 


Months of Follow-up of 187,783 Men. 
by Cause 

E. C. HAMMOND and D. Horn. Journal of the American 
Medical Association [J. Amer. med. Ass.] 166, 1294- 
1308, March 15, 1958. 9 figs., 4 refs. 


In this second paper the authors analyse the data 
discussed in their first paper [see Abstract 969] by 


Il. Death Rates 


specific causes of death, the results being presented in 10 - 


tables, of which 6 show the outcome in regard to subjects: 
(a) who never smoked, (6) were regular smokers of cigar- 
eties (irrespective of other smoking), and (c) other 
smokers, Group (6) being then further broken down to 
show the findings for those who’ smoked daily (d) less 
than half a pack of [20] cigarettes, (e) half to one pack, 
and ( f) one or more packs. 

in general these tables make it clear that many differ- 
ences in the mortality levels occurred between different 
smoking categories. In later sections of the report the 
major causes of death are considered in turn [but to 
appreciate fully the careful analysis, the original report 
must be studied]. Attention is paid to the possible 


influence of the histological type of lung cancers, the 
effects of reducing the amount smoked, and to the com- 
position of the groups showing broad causes of death 
in an attempt to be as specific as the number of deaths 
Permitted. The main conclusions are as follows (unless 
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otherwise stated the figures below represent the mortality 
ratios for men in Group (6)). (1) An “ extremely 
high ” association was noted between cigarette smoking 
and mortality due to cancer of the lung, larynx, and 
oesophagus, and to gastric ulcer. For cancer of the 
lung (based on 448 deaths), the mortality ratios for 
the Groups (a) to (f) mentioned above were: (a) 1-00, 
(b) 10-73, (c) 1-50, (d) 8-00, (e) 10-50, and (f) 23-40. 
The association appeared to be less strong, although it 
existed, for adenocarcinoma than for other proved types 
of bronchogenic carcinoma. Of 51 deaths attributed to 
gastric ulcer, none occurred in men who had never smoked 
and 48 occurred in-men in Group (6); if 33 deaths 
ascribed to other causes, but in which gastric ulcer was 
said to be a contributory factor, were included then a 
mortality ratio of 3-46 results for men in Group (6). 
(2) A “very high” association was noted between 
cigarette smoking and mortality from pneumonia and 
influenza (3-90), duodenal ulcer (2-16), aortic aneurysm 
(2-72), and cancer of the bladder (2:17). There were 73 
deaths ascribed to duodenal ulcer, but in a further 46 
this lesion was mentioned as a contributory cause; the 
inclusion of the latter increased the mortality ratio of 
Grotp to 3-67. (3) A“ high” association was found 
between cigarette smoking and mortality due to 
coronary arterial disease (1-70), cirrhosis of the liver 
(1-93), and cancer of several other sites. (4) A “* moder- 
ate’ association was shown between cigarette smoking 
and mortality ascribed to cerebral vascular lesions (1-30). 
(5) Chronic rheumatic fever, hypertensive heart disease, 
other hypertensive diseases, nephritis and nephrosis, 
diabetes, leukaemia, and cancer of the rectum, colon, and 
brain showed “‘ little or no association ’’. In calculating . 
these associations the authors were guided by the number. 
of deaths and the statistical significance of their findings. 

Finally, in so far as mortality from cancer of the lung 
is concerned there was evidence that the men who had 
ceased to smoke for more than one year before observa- 
tion started in 1952 had a lower mortality than men who 
continued to smoke comparable amounts. The associa- 
tion between cancer of the lung and smoking was evident 
both in rural and urban dwellers, but the mortality was 
higher in city dwellers after standardization for smoking 
habits. 

[It is impossible to do justice to this careful and detailed 
piece of work in a short abstract and the foregoing com- 
ments do no more than focus attention on the highlights 
of the analysis. The association between mortality and 
smoking habits here demonstrated is such that aetiological 
studies of many of our present-day major diseases must 
include consideration of the implications of these authors’ 
well documented findings.] E. A. Cheeseman 


971. How.Many Injections of Poliomyelitis Vaccine for 
Effective and Durable Immunity? 

J. E.SAtk. Journal of the American Medical Association 
[J. Amer. med. Ass.] 167, 1-7, May 3, 1958. 13 figs. 


_ The author, at the University of Pittsburgh School of 
Medicine, studied the degree and duration of the effects 
produced by three injections of vaccine of killed polio- 
myelitis virus (2 injections 2 weeks apart followed by a 
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booster dose some months later), the observation period 
being 3 to 4 years. The data, whether plotted singly for 
individual patients or collectively for groups, showed an 
initial rise in antibody titre following vaccination, a 
secondary rise to a maximum after the booster injection, 
and a gradual decline to a plateau. The author states 
that the attainment of an effective level of immunity 
initially depends on the administration of a sufficient 
quantity of antigen of adequate potency; it also deter- 
mines the vigour of responses to subsequent booster 
injections. Antigenic potency “is most important in 
relation to the question of degree of consistency with 
which an effect can be expected and in relation to the 
question of the degree of persistence of demonstrable 
antibody. Multiple injections of a vaccine of low 
potency are not as reliable a way to induce immunity 
as are fewer injections of a vaccine of adequate potency. 
There is no evidence of harmful effect from as many as 
six injections, but there are not sufficient epidemiological 
reasons on which to base a campaign for a fourth 
injection ”’. 

A possible mechanism for long-term immunity follow- 
ing administration of killed-virus vaccine is discussed. 

A. Ackroyd 


972. Pre-epidemic Antibody against 1957 Strain of 
Asiatic Influenza in Serum of Older People Living in the 
Netherlands 

J. MuLpDER and N. Masurev. Lancet [Lancet] 1, 810- 
814, April 19, 1958. 2 figs., 22 refs. 


The Asian strain of influenza virus has been shown to 
be strikingly different in its antigenic composition from 
the strains of influenza virus A which have been studied 
in the laboratory since the influenza virus was first 
isolated in 1933. In an attempt to determine whether 
the Asian virus was related antigenically to any of the 
strains of virus existing before 1933 the authors carried 
out, at the University of Leiden, a survey of the levels of 
antibody in the sera of 1,265 persons, 937 of whom were 
aged between 50 and 100; the samples of serum were 
collected just before the spread of the Asian influenza 
epidemic into the Netherlands in June, 1957. In sera 
from 52 persons haemagglutination-inhibition (H-I) 
titres of 1:10 or greater were found when tested by a 
method employing three agglutinating doses of the 
Asian strain A/Asia/Japan/305/1957 and pre-treatment 
of the sera with Vibrio cholerae filtrate to remove non- 
specific inhibitors of viral haemagglutination. 

To determine how far this test is a true measure of 
antibody the 52 sera were further tested for their power 
to protect mice against MLDso (or for sera with low H-I 
titres MLD;s) of a mouse-infective strain, A/Asia/Ned/ 
43/57, when it was found that 25 of the sera gave 
complete or partial protection of the mice at dilutions 
of 1:2 and 1:8. As an additional check to determine 
whether the antibody might not have resulted from silent 
infection in advance of the epidemic wave these sera 
were further examined by a complement-fixation test, 
but no titres suggesting recent infection were demon- 
strated. On comparison with the age of the individuals 
tested it was shown that no “ positive” titres (that is, 
1:10 or greater) occurred in persons under the age of 
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39; a few low titres were found in succeeding ages up 
to 71, but thereafter the incidence of positive titres rose 
to a peak at 81 years. Titration of 49 of the positive 
sera in parallel against the Asian strain, against strains 
of virus isolated between 1933 and 1956, and the swine 
influenza virus showed that in 17 sera the titre was 
highest against the Asian virus, while in 2 this was the 
only strain to yield a positive titre. In 8 other sera the 
titre against the Asian strain was equal to, or half of, 
that of one of the other strains. Further tests were 
carried out on 323 sera from individuals vaccinated in 
1956 and early 1957 with monovalent vaccines prepared 
from strains isolated between 1934 and 1953; 9% of 
these post-vaccination sera contained H-I antibody 
against the Asian virus and were from persons in age 
groups down to the second decade. 

In an extensive discussion the authors suggest that the 
1957 influenza pandemic was a repetition of the pandemic 
of 1889-90, which also originated in Asia and in which 
older school-children of that period showed a higher 
morbidity than did younger children. They anticipate 
that a future mutant of the present Asian virus might be 
expected to show highest titres in an age group below 
that of 70-100 if the pandemic of 1957 was indeed a 
repetition of theearlier outbreak. The existence of minor 
overlapping antigens is postulated as a possible explana- 
tion of the development of antibodies to Asian influenza 
in individuals vaccinated with earlier strains before the 
Asian virus had appeared. J. E. M. Whitehead 


973. Food-poisoning Caused by Clostridium welchii in 
Cold Chicken ‘ 

M. McNicot and E. J. McKitLop. Lancet [Lancet] 1, 
787-789, April 12, 1958. 6 refs. 


The authors report, from the Western Infirmary, Glas- 
gow, a small outbreak of diarrhoea in hospital patients 
due to heat-resistant Clostridium welchii carried in cold 
chicken. The illness, which affected 9 out of 15 patients 
and a hospital maid, was characterized by profuse 
diarrhoea and lower abdominal colic with dispropor- 
tionately slight general upset; all those involved had 
recovered by the next day, and none was given any specific 
therapy. The only item of food common to the patients 
and to the maid was cold chicken, which was served only 
to patients on “light diet”; as the remainder of the 
chicken had been consumed by the maid, no samples 
were available for examination. 

A bacteriological examination was made of rectal 
swabs, taken when the diarrhoea had almost completely 
subsided, from all of the 16 persons who had partaken 
of the chicken. Non-haemolytic, heat-resistant Cl. 
welchii was isolated from 11 and Staphylococcus aureus 
in small numbers only from 7 of the rectal swabs; both 
haemolytic and non-haemolytic strains of Cl. welchii 
were isolated from 12 of the 16 cultures. Of the 10 
persons affected, 8 had non-haemolytic heat-resistant Cl. 
welchii in their stools. The results of serological typing 
of the non-haemolytic strains of Cl. welchii isolated 
showed that of the 36 strains examined, 30 were untypable 
by the available sera. From 2 of the 3 patients who car- 
ried heat-resistant Cl. welchii without having diarrhoea, 
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the organisms isolated were of Types 5 and 8 respectively ; 
these 2 strains may not have had any relation to the 
diarrhoea. A month after the outbreak rectal swabs 
were taken from 16 patients in the same ward, including 
only one patient who had been there during the out- 
break. The organisms isolated from these swabs differed 
markedly from those isolated at the time of the outbreak. 
Thus a heat-resistant strain of Cl. welchii was found in 
only 1 of the 16 patients examined and Staph. aureus in 
only 2. 

The authors emphasize that the methods of cooking 
and storing boiled fowls often provide conditions con- 
ducive to the growth of these organisms, and that patients 
even cold chicken are usually those on light diet and 
thus are the very patients in whom even transient 
darrhoea may be especially troublesome. Although 
fcod poisoning caused by Cl. welchii has been reported 
ii recent years, this organism is not invariably sought 
for even when an outbreak of so-called “ hospital 
diarrhoea ” is being investigated. R. G. Meyer 


9°4. Bornholm Disease in an Adelaide Suburban Area 
L. KAupMegs and R. A. A. PELLEW. Medical Journal of 
Avstralia [Med. J. Aust.) 1, 517-518, April 19, 1958. 
2 refs. 


The authors describe an outbreak of Bornholm disease 
afiecting 23 patients, the majority of them young adults, 
living in a new housing estate in a suburb of Adelaide, 
South Australia. main symptoms were intense 
frontal and occipital headache for some 5 days or longer, 
nuchal stiffness, muscular pains, nausea, vomiting, ver- 
tig», and constipation. Viral investigations [see Abstract 
975] were carried out in all cases, but in only one was 
the causal organism, Coxsackie B2 virus, isolated from 
the stools. Although the illness was of short duration 
certain psychological sequelae, such as depression, 
irritability, lack of concentration, and sudden changes 
of mood, persisted in some cases for as long as 3 
months. 

Treatment consisted in bed rest and treatment of indi- 
vidual symptoms. The authors found that ‘‘ drama- 
mine” (dimenhydrinate) in association with pyridoxine 
was effective in relieving the unpleasant vertigo, while 
the depression was relieved with tranquillizing drugs. 
The persistent low fever present in some cases subsided 
after intravenous injections of neoarsphenamine. Some 
of the salient differences between this small outbreak 
and previously reported epidemics are discussed. 

Franz Heimann 


975. Epidemiological and Laboratory Investigations on 
Bornholm Disease in Adelaide, 1957 

A. E. DuxBury and P. WARNER. Medical Journal of 
Australia [Med. J. Aust.] 1, 518-523, April 19, 1958. 
1 fig., 24 refs. 


From the Institute of Medical and Veterinary Science, 
Adelaide, the authors describe the laboratory investi- 
gations carried out in the 23 cases of Bornholm disease 
reported by Kaupmees and Pellew [see Abstract 974], 
in 30 further cases of this disease, and also in 2 cases of 
aseptic meningitis occurring in other districts of Adelaide. 
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Of the 55 patients, 36 were female and 41 (75%) were 
aged between 20 and 54 years. Although usually Cox- 
sackie virus of the B2 strain is found in patients with 
aseptic meningitis (and was present in the 2 cases of 
meningitis investigated) the case of Bornholm disease in 
Kaupmees and Pellew’s series is believed to be the first 
in which this strain was actually isolated from the patient’s 
faeces. 

In experimental investigations suckling mice given 
intraperitoneal injections of this virus became ill between 
the 8th and 10th days and showed signs of hind-limb 
paralysis. After further passages the incubation period 
was reduced to 1 or 2 days and the animals died between 
the 2nd and 4th days. Neutralization tests with the 
patients’ acute and convalescent serum showed a rising 
titre of antibodies against the virus. Attempts to isolate 
the virus from the faeces of 21 of the patients and 8 
family contacts were unsuccessful. The examination of 
sera from 24 patients for the presence of neutralizing 
antibodies revealed some neutralizing activity against the 
Kaiser virus in 13 cases. It is noted that the outbreak 
of Bornholm disease in Adelaide in 1957 coincided with 
a low incidence of poliomyelitis, the latter probably a 
result of antipoliomyelitis vaccination. The authors 
conclude that in spite of the failure to isolate viruses this 
outbreak of Bornholm disease could be attributed to 
Coxsackie virus of the B2 strain. Franz Heimann 


976. Pulmonary Tuberculosis in Immigrants: a Mass 
Radiography Study 
G. Z. Brett. Tubercle [Tubercle (Lond.)| 39, 24-28, 
Feb., 1958. 3 refs. 


A report is presented on the incidence of pulmonary 


_ tuberculosis discovered by mass radiography during 1956 


in the London boroughs of Islington and St. Pancras, 
where Irish, Cypriot, and West Indian immigrants 
form fairly large communities. In assessing the inci- 
dence among these groups only active cases were con- 
sidered, and the findings were compared with those in 
British-born residents. Of the 32,228 persons examined 
in the year in question, 27,655 were born in the United 
Kingdom, 1,801 were Irish, 475 Cypriots, 978 West 
Indians, and 1,319 came from other countries. 

The results indicate that the incidence of tuberculosis 
in Irish male residents was at least 3 times greater than 
the expected incidence among British-born residents; 
for Irish women the incidence was 7 times greater. A 
positive sputum was found in 70°% of Irish males and 
64°% of Irish females. Among Cypriots there was also 
an excess incidence of tuberculosis in both men and 
women, but there was no evidence of an excess incidence 
among West Indians. It is suggested that the findings 
indicate that the high incidence of active infectious 
tuberculous disease among Irish immigrants, and to a 
lesser extent among some Cypriot immigrants, is of 
epidemiological importance. T. M. Pollock 


977. The Asiatic Cholera Epidemic of 1833 in Mexico 
C. A. Hutcutnson. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 32,° 152-163, March-April, 1958. 
46 refs. 
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Industrial Medicine 


978. Roentgen Resurvey of Cement Workers 

O. A. SANDER. A.M.A. Archives of Industrial Health 
[A.M.A. Arch. industr. Hlth] 17, 96-103, Feb., 1958. 
2 figs., 10 refs. 


A survey carried out in 1939 by the Saranac Labora- 
tory, Saranac Lake, N.Y., among workers in 17 different 
cement plants in the U.S.A. showed that there were no 
significant changes in the chest radiographs after exposure 
to finished Portland cement dust, even when such ex- 
posure was prolonged, and that tuberculosis was less 
prevalent among these workers than in the general 
population. In the present paper the author describes 
the findings on x-ray examination of the chest in 195 
men who were similarly examined in the original investi- 
gation 17 to 20 years before and had continued working 
in the cement industry ever since. 

In 120 of these 195 cases the radiological appearances 
were within normal limits. In 68 there was “ moderate 
linear exaggeration ’’, and in 6 “‘ marked linear exaggera- 
tion’’; only one case showed clear-cut nodulation. 
Increase in the linear exaggeration was more frequently 
observed in the radiographs of workers exposed mainly 
to “ raw” dust than in those of workers exposed chiefly 
to dust of finished cement. It is suggested that the 
nodular shadows in one case may have been due to focal 
collections of cement dust similar to the collections of 
dust seen in coal-miners’ pneumoconiosis; the appear- 
ances were not considered typical of silicosis. None of 
the workers exposed only to finished cement dust (even 
for 30 years) showed any definite radiological abnor- 
mality. Active pulmonary tuberculosis was not found 
in any of these 195 cement workers. L. W. Hale ~ 


979. The Coalescent Lesion of Diatomaceous Earth 
Pneumoconiosis 

D. M. CALDWELL. American Review of Tuberculosis and 
Pulmonary Diseases [Amer. Rev. Tuberc.] 77, 644-661, 
April, 1958. 13 figs., 3 refs. 


Diatomaceous earth (diatomite or kieselguhr) is an 
amorphous hydrated silica, and workmen exposed to the 
inhalation of this material may develop pneumoconiosis. 
The radiological changes are not those of classic sili- 
cosis; they are of. two kinds—linear striation and 
coalescent or massive shadows. There is a difference of 
opinion on the mode of development of these massive 
lesions; some authors insist that coalescence implies 
associated infection, while others consider that infection 
plays little if any part. 

In this paper from Santa Barbara General Hospital, 
California, a 10-year follow up study is presented of a 
group of 8 cases of diatomaceous-earth pneumoconiosis, 
in all of which massive shadows were seen in the chest 
radiographs. The cases fell into three groups: (1) pneu- 
moconiosis accompanied by proved active tuberculosis 
(4 cases); (2) history of exposure to diatomaceous earth 
dust with pulmonary radiological changes and a positive 


tuberculin reaction (2 cases); and (3) massive shadows 
but consistently negative responses to tuberculin tests. 
Details are given of the clinical, radiological, and patho- 
logical changes; [these will prove of particular interest to 
those engaged in the study of Caplan’s syndrome]. 
The post-mortem findings in the 4 cases in Group 1 
are also described. 

From observations in the first 6 cases the author 
concludes that the dust and the tuberculosis combined to 
produce the coalescent massive lesions. He suggests 
that antituberculous drugs should be given in all cases 
in which there is a history of exposure to diatomaceous 
dust accompanied by changes in the chest radiograph 
attributable to such exposure and a positive tuberculin 
reaction. 

In the 2 patients with uncomplicated diatomaceous- 
earth pneumoconiosis, that is, giving negative tuberculin 
reactions [this terminology is not in accordance with the 
classification into simple and complicated pneumoconio- 
sis of the M. R. C. Pneumoconiosis Research Unit, 
Cardiff] the lesions were considered to be different 
pathologically and radiologically. A. Meiklejohn 


980. The Problem of Baritosis. (K Bompocy o 6a- 
PHTHHO3e) 

G. I. Rumsancev. [ueuena u Canumapua [Gig. i 
Sanit.] 23, 17-21, No. 4, April, 1958. 3 figs., 8 refs. 


Reports in the literature dealing with pneumoconiosis 
resulting from inhalation of barytes dust are contradic- 
tory, some authorities considering that the radiological 
appearances in the lungs, which are typical of pneumo- 
coniosis, are due simply to deposition of radio-opaque 
dust in the lungs. 

The author has therefore carried out an investigation 
of working conditions in plants where barytes (containing 
2% of silicon dioxide) and pure barium sulphate were 
handled and where during the process workers inhaled 
the dust of both these substances. He found x-ray 
changes typical of pneumoconiosis in the lungs of 7 out 
of 24 persons examined. Interpretation of the radio- 
graphs was made difficult by the high contrast of the dust, 
giving an appearance resembling that of silicotic nodules. 

Experiments were then performed in which white rats 
were exposed to dust of barytes and pure barium sulphate 
by inhalation or by intratracheal administration. Radio- 
graphy of the lungs at intervals over a period of 8 months 
revealed the development of small nodular shadows. In 
the later stages of the exposure to these dusts histological 
examination ‘showed development of nodules in which 
sclerosis was beginning to appear. Peribronchial and 
perivascular sclerosis was also present to some extent 
in the lungs. There was no difference in the findings in 
rats exposed to barytes and those exposed to pure barium 
sulphate. 

The author concludes that in man in the early stage of 
exposure to an atmosphere containing barytes or barium 
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sulphate dust the nodular shadows appearing on radio- 
graphs of the lungs are due to accumulation of barium 
in the lungs. Subsequently shadows caused by fibrotic 
changes around the dust particles appear on the films: 
in other words, a true pneumoconiosis develops. It is 
therefore recommended that in factories where there is a 
hazard from barium sulphate or barytes dust precautions 
should be taken to minimize inhalation of these dusts 
by those engaged on the process. The permitted dust 
concentration in such factories should not be allowed to 
exceed substantially that permitted for silica dust. 

Basil Haigh 
981. The Treatment of Experimental Silicosis with 
Compound 48/80 
J. Marks, D. M. James, and T. G. Morris. British 
Journal of Industrial Medicine [Brit. J. industr. Med.| 15, 
!-7, Jan., 1958. 5 figs., 7 refs. 


An investigation is reported of the protective effect 
of Compound 48/80, an organic base used experimentally 


aS a histamine liberator, against silicosis in mice. 


rhe animals were given silica dust (tridymite) by injection 
‘nto the tail vein, and the amount of silicosis induced in 
ihe liver was assessed by histological examination and by 
cstimation of the collagen content of the liver. Four 
cxperiments were carried out, in each of which there were 
three groups of mice receiving, respectively, injections of 
itridymite only, intraperitoneal injections of a saline solu- 
tion of 48/80 in addition to tridymite, and saline intra- 
peritoneally only. 

The results of the experiments were complex, since 
many of the mice died either as a result of the injection of 
tridymite or from other causes. However, they did 
cemonstrate the protective power of 48/80 against sili- 
cosis, and show that it is possible for a drug given sys- 
temically to reach and inactivate toxic silica dust in the 
tissues of an animal. In two of the experiments the 
dose of silica resulted in a very high death rate in un- 
treated mice, but the protective effect of 48/80 against 
the lethal effect of the dust was well demonstrated. The 
toxicity of 48/80, however, précludes consideration of its 
use in the treatment of silicosis in man. No informa- 
tion is at present available concerning the rate at which 
the compound is destroyed or excreted. 

Kenneth M. A. Perry 


982. Respiratory Function during the Day in Cotton 
Workers: a Study in Byssinosis 

C. B. McKerrow, M. McDermott, J. C. GILson, and 
R. S. F. Scumtuinc. British Journal of Industrial Medi- 
cine [Brit. J. industr. Med.| 15, 75-83, April, 1958. 
4 figs., 14 refs. 


The authors report the results of respiratory function 
tests performed 5 times a day on 12 workers at an Old- 
ham cotton-mill who were suffering from byssinosis. It 
was found that the indirect maximum breathing capacity 
(M.B.C.) fell linearly during the day and further that 
the mean M.B.C. for those with Grade-I byssinosis fell 
by 1-64 litres per minute per hour on Monday, but only 
by 0-71 litre on Thursday. In those with Grade-II 
byssinosis these values were 1-11 and 1-12 litres per 
minute per hour on Monday and Thursday respectively. 
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There was also an increase in the average airways resist- 
ance in 4 out of 6 subjects with Grade-I and in 4 out of 
5 subjects with Grade-II byssinosis. Comparison of 
these results with those in 12 card-room workers not 
suffering from byssinosis showed that .in the latter the 
changes in M.B.C. and airways resistance were less than 
half as great as in those with byssinosis. ; 

In another mill, in which the incidence of byssinosis 
among card-room workers was 37%, studies were carried 
out before and after installation of a vacuum dust- 
extraction apparatus on each carding machine. Here it 
was found that the indirect M.B.C. was reduced during 
the day by a mean of 8-7°% in 39 workers before, but by 
only 3-7°% after installation of the apparatus. Similarly, 
the airways resistance in 19 subjects was increased during, 
the day by 31-6°%, whereas after the institution of dust 
extraction it was reduced by 2:4°%. It is therefore con- 
cluded that there is an active constituent in mill dust 
which produces its effect by causing either oedema or 
bronchoconstriction, or both. The nearly complete 
reversal of the changes by adrenaline does not, however, 
permit separation of these two possible effects. Other 
observations included the findings that there was in- 
complete recovery of ventilatory capacity in patients with 
byssinosis over a single night and that the airways 
resistance returned to normal, whereas the M.B.C. was 
still affected even when the concentration of dust was 
reduced from 4-6 mg. to 2-4 mg. per cubic metre. 

It is possible that one of the pathological changes 
specific to the disease is thickening of the alveolar walls 
due to irritation by soluble proteins in the cotton dust. 
Some of the workers were hoarse towards the end of the 
day, suggesting that the active substance may also affect 
the upper respiratory tract. Kenneth M. A. Perry 


983. A Clinical Study of Beat Knee 

J. T. Watkins, T. A. Hunt, R. H. P. FERNANDEZ, and 
O. P. Epmonps. British Journal of Industrial Medicine 
[Brit. J. industr. Med.] 15, 105-109, April, 1958. 2 figs., 
5 refs. 


Beat knee is defined as “‘ a subcutaneous cellulitis or 
acute bursitis arising at or about the knee”. In this 
paper from the Medical Department, East Midlands 
Division, National Coal Board, a study is reported of 
some 900 cases of this condition seen over a period of 
18 months in a group of approximately 18,000 coal- 
miners. Three clinical types of the condition were 
differentiated: (1) a simple bursitis, which accounted for 
70-3°% of the cases; (2) a diffuse cellulitis involving the 
anterior aspect of the knee in 11-5°%; and (3) a com- 
bination of these two conditions in 18-2%. Pain was 
the dominant symptom in all types. Workers at the 
coal face were most frequently affected, especially the 
younger men. The incidence was highest in the thinner 
seams, some 76°% of all cases occurring in men working 
in heights of less than 4 feet (1:2 m.). The number of 
shifts lost per man averaged 5-7; among workers report- 
ing at the medical treatment centres, however, the lost 
time amounted to 2:1 shifts per man. Beat knee recurred 
on 92 occasions in 80 of the men during the 18-month 
period. : R. E. Lane 
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984. The Paradox in the Treatment of Beat Knee 

R. H. P. FerRNANDEZ. British Journal of Industrial 
Medicine [Brit. J. industr. Med.| 15, 110-114, April, 
1958. 3 refs. 


The author describes a method of treating beat knee 
while the miner continues his usual occupation. Each 
man is encouraged to continue kneeling, a large mine 
dressing being provided for him to wear at work. At the 
medical unit the skin of the knee is rubbed with surgical 
spirit for 5 minutes daily to clean and harden it. At the 
same time the miner is taught to exercise the quadriceps 
muscle by voluntary contractions with the knee flexed 
to the right-angle position. Hyperaemia is produced by 
ultraviolet light applied for 5 to 10 minutes, the initial 
exposure being 5 minutes at 2 feet (61 cm.). Treatment 
is continued daily, the duration of exposure being in- 
creased each day by one minute to a maximum of 10 
minutes. 

During 1956 this treatment was given to 375 men. 
Kneeling was not permitted when there was pyrexia 
or in the presence of enlarged painful lymph nodes. 
The treatment became popular with the men and the 
results were considered to be very satisfactory. Recovery 
time was generally shorter in men who continued to 
kneel than in those who did not. The number of miners 
with beat knee on sick leave for 4 days or more was half 
that recorded before this treatment was introduced, and 
the recurrence rate was no higher than in men who 
stopped kneeling. The most satisfactory response was 
obtained in workers with infrapatellar bursitis. 

The author states that the existing design of knee pads 
is not effective in preventing beat knee. R. E. Lane 
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985. ‘* Dieldrin ’’ Poisoning in Man. A Report of 20 
Cases Observed in Bombay State 

T. B. Patet and V. N. Rao. British Medical Journal 
[Brit. med. J.] 1, 919-921, April 19, 1958. 2 figs. 


Since the substitution of “ dieldrin” for dicophane 
(DDT) and benzene hexachloride in the control of 
malaria and filaria in Bombay State 20 cases of poisoning 
have occurred. The symptoms were more severe in the 
10 cases among 105 men employed in the antifilaria 
spraying unit, where the strength of the final diluted 
suspension was 2°5%, than in the 10 cases occurring 
among 192 men working in the malaria unit, where the 
concentration was 1-:25%. The work consisted in 
either spraying or preparing the dieldrin suspensions and 
the unsatisfactory conditions—handling with bare hands 
and inadequate protective measures—undoubtedly con- 
tributed to the possibility of absorption through the skin 
or by ingestion or inhalation. The period of exposure 
before symptoms developed ranged from 14 to 154 days 
in the filaria unit and from 60 to 116 days in the malaria 
unit. 

The characteristic feature of the intoxication was the 
occurrence, sometimes several times a day, of convulsions 
resembling epileptic fits, but there was no aura, no 


periodicity of the attacks, and no family history of epi- — 
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lepsy. The attacks were preceded by giddiness, head- 
ache, and twitching of muscles and accompanied in some 
cases by psychic disturbances, ranging from loss of 
memory for recent events to acute mania, None of the . 
cases were fatal. The dose of the insecticide absorbed 
appeared to be of primary importance. The authors 
suggest the possibility of a cumulative action as a result 
of slow elimination of the compound or of its deposition 
in the body in an inactive form which could be re-acti- 
vated by a subsequent single heavy dose or by some phy- 
siological or functional stress. The further possibility of 
an allergic reaction is suggested by the fact that some 
cases occurred during a second short period of exposure, 
and that in one case a fit was precipitated by exposure to 
benzene hexachloride, another chlorinated hydrocarbon. 
Ethel Browning 


986. Studies on the Toxicity of Silicic Acid 

J. C. E. HOLMQuistT, and ASWENSSON. A.M.A. 
Archives of Industrial Health [A.M.A. Arch. industr. 
Hlth] 17, 204-209, April, 1958. 3 figs., 27 refs. 


The chemistry and biological effects of silicic acid have 
recently been much studied in relation to the “ solubility 
theory ’’ regarding the mechanism of development of 
silicosis. Monosilicic acid and the silicic acids of low 
molecular weight (di- and possibly trisilicic acid) are 
known as A.M.R. silica, giving the ammonium molybdate 
reaction to oligoacids which the polysilicic acids or 
colloidal polymerized silica (C.P. silica) do not give. 
A.M.R. silica is thought not to be harmful in the body, 
since it does not precipitate protein and is rapidly 
excreted by the kidneys. Monosilicic acid has never 


been produced, but an A.M.R. silica of very low poly- 


merization can be prepared by the reaction of crystalline 
sodium metasilicate with the hydrogen form of a cation- 
exchange resin, for which a column of ‘* dowex-50” 
resin previously washed with 50°% HCl and then washed 
free from chloride ions can be used. 

This paper from the King Gustav V Research Institute, 
Stockholm, records a study of the toxicity of a freshly 
prepared supersaturated solution of silicic acid and of 
the change in toxicity taking place as the solution was 
allowed to age and polymerize to the colloidal form. The 
toxicity was determined in mice by injection into the tail 
vein. The sodium metasilicate solution was prepared 
immediately before it was poured through the resin 
column. The degree of polymerization was estimated 
by a determination of the A.M.R. silica present in the 
solution, immediately and at stated intervals throughout 
the 80 days of the experiment, by the method of King 
(Analyst, 1955, 80, 441). About 10 minutes after the 
preparation of the solution, half the silicon dioxide con- 
tent was in the form of A.M.R. silica, but this diminished’ 
quickly up to 48 hours when it reached a level which 
remained constant and near to the saturation value of 
silicic acid in water. (It was not possible to determine 
the degree of polymerization of the C.P. silica; probably - 
a mixture of acids was present, gradually gaining in 
molecular weight.) 

The median lethal dose of the silicic acid within half 
an hour of its preparation was 5-4 mg. of silicon dioxide 
per 30 g. mouse body weight. The toxicity increased 
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with ageing of the solution, at first quickly and then by a 
slow continuous rise. After one month the lethal dose 
was one-eighth of that of the first injections; after 80 
days it was 0-28 mg. per 30 g. mouse tissue, that is, one- 
iwentieth of the initial figure. This degree of toxicity is 
comparable to that of very fine particled (0-010 ,z) amor- 


phous silica, stated to be 0-20 mg. per 30 g. mouse tissue. 


Gelling started after 8 to 14 days and was progressive. 
A parallel series of experiments was also carried out 
with the supersaturated solution of silicic acid diluted 
:mmediately after preparation with an aqueous solution 
of hydroxyethylcellulose, the mixture becoming opal- 
escent in 10 to 15 minutes after the dilution. The 
initial toxicity of the solution was thereby much in- 
creased, the lethal dose 15 minutes later being 3-8 mg. 
per 30 g. mouse, but this level of toxicity remained con- 
stant for 3 months. It is suggested that a primarily 
formed hydrogen bonding between the hydroxyethyl- 
cellulose and the silicic acid hindered the progress of 
polymerization. M. A. Dobbin Crawford 


637. Effect of Edathamil Calcium-disodium on the Lead 
Content of Red Blood Cells and Blood Proteins 

J. TEISINGER, R. ZUMANOVA, and I. ZEZULA. A.M.A. 

Archives of Industrial Health [A.M.A. Arch. industr. 
/Ith| 17, 295-301, April, 1958. 3 figs., 15 refs. 


In studies reported from the Institute of Industrial 
Hygiene, Prague, washed erythrocytes were left in con- 
tact with various concentrations of a soluble lead salt for 
3 hours at room temperature. After further washing 
sodium calciumedetate was added in various concentra- 
tions and the lead remaining in the cells determined at 
intervals. In a control experiment, without calcium- 
edetate, no lead was removed from the cells in 3 hours, 
whereas with 0-04 mg. of calciumedetate per ml. of cells 
the lead content fell by 20% in 90 minutes and then 
remained at that level. With amounts of 0-161 and 
0-574 mg. of calciumedetate per ml. of cells the lead 
content fell to about 50°% in 90 minutes, but showed only 
a slight fall in the next 90 minutes. 

In a similar study on blood proteins, diluted human 
serum was left in contact with a solution of lead acetate 
for 24 hours at 0° C. and then dialysed for 20 hours 
against sodium acetate, the lead content being then 
determined polarographically. In the control experi- 
ment, without calciumedetate, a negligible quantity of 
lead was found in the dialysate, while the addition of 
calciumedetate allowed about 90% of the lead to dialyse 
in 15 hours. V. J. Woolley 


988. Effect of Edathamil Calcium-disodium on Reten- 
tion of Lead in the Liver 

J. TEIsINGER, K. Lustrnec, and J. SrBovA. A.M.A. 
Archives of Industrial Health [A.M.A. Arch. industr. Hlth] 
17, 302-306, April, 1958. 3 figs., 3 refs. 


At the Institute of Industrial Hygiene and Occupational 
Diseases, Prague, the authors have shown experimentally 
that the normal cat liver perfused in vitro with diluted 
blood containing lead nitrate takes up about 50°% of the 
circulating lead during the first 2 hours; the concentra- 
tion of lead perfused seems to be unimportant. After 


some 2 hours a state of equilibrium is reached. Further, 
if living cats are given intravenously 6 to.10 ml. of 0-5% 
lead nitrate much of the lead is taken up by the liver and 
only 2:8 to 5°%% of this can be washed out post mortem by 
perfusion of the liver 24 hours later. However, if the 
perfusion fluid contains added sodium calciumedetate 
the amount of lead washed out may range from 4-7 to 
12%. If the perfusion fluid contains both lead and 
calciumedetate very little lead is found in the liver, most 
of it being then in the fluid. 

It is suggested that lead is continually being released 
from the liver cells at a very slow rate and that in the 
presence of calciumedetate the released lead is immedi- 
ately taken up by the lead—calciumedetate complex so 
that the equilibrium of the system is disturbed and more 
lead is released. V. J. Woolley 


989. Radiochemical Analysis of Strontium and Barium 
in Human Urine 

L. B. Farapet. A.M.A. Archives of Industrial Health 
[A.M.A. Arch. industr. Hlth] 17, 200-203, April, 1958. 
1 fig., 2 refs. 


The determination of low levels of radioactive stron- 
tium (9Sr) in the urine requires complete separation 
from other fission products and also radioactive potas- 
sium (49K). This paper from the Oak Ridge National 
Laboratory (U.S. Atomic Energy Commission), describes 
in detail a method of urine analysis which is simple to 
operate, separates out the 49K, and is specific for 9°Sr 
and radioactive barium. The strontium and barium 
isotopes are precipitated together with the calcium, 
magnesium, and potassium present as phosphates by 
the addition of phosphoric acid followed by sodium 
hydroxide solution which is added until the basic phos- 
phate is visible and the pH of the solution is about 9. 
After standing the supernatant is withdrawn by suction 
and the slurry centrifuged. The remaining precipi- 
tate contains the phosphates and also sodium, potassium, 
and organic materials. The organic content is removed 
by wet ashing with nitric acid and hydrogen peroxide. 
The precipitate is then dissolved in dilute hydrochloric 
acid and further diluted with distilled water. 

By means of a “ dowex-50 ” resin column the calcium 
and magnesium are removed with sodium calciumedetate 
at pH 5-5. Any remaining in the column is finally re- 
moved with a mixture of 0-75°% sodium calciumedetate 
and 1% citric acid adjusted with sodium hydroxide 
to pH 5-0; the calcium is removed by the former and 
the magnesium by the latter, and the residue now holds 
only strontium, barium, and sodium. The sodium is 
removed by the slow addition of O-SN HCl, and the 
elution of the strontium and barium from the resin 
column is then achieved by the slow addition of 6N 
nitric acid. The eluate is evaporated and transferred to 
a stainless steel dish where the beta radiation is counted 
in an end-window Geiger—Miiller counter. In 22 runs 
the rate of recovery of 89Sr was reproducible to within 
+2:5%. The method may be applicable to the deter- 
mination of strontium in media other than urine in which 
large amounts of calcium are present. 

M. A. Dobbin Crawford 
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990. Results of Investigations into the Quantitative 
Methods of Blood Alcohol Estimation in Use in Switzer- 
land. (Ergebnisse methodischer Kontrolluntersuchun- 
gen der quantitativen Aethylalkoholbestimmungen in der 
Schweiz) 

J. Schweizerische medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 88, 151-156, Feb. 15, 1958. 


Writing from the Institute of Forensic Medicine of the 
University of Berne the author first describes the methods 
in current use in Switzerland for the estimation of the 
blood alcohol content, such tests being compulsory for 
car drivers who are involved in road accidents in some, 
though not yet all, of the cantons of the Confederation. 
He then describes a technique of his own and gives the 
results of comparative tests carried out on volunteers. 

It is pointed out that the alcohol content of serum is 
about 20°% greater than that of whole blood and almost 
30% greater than that of blood clot. The author’s com- 
bined titrimetric and interferometric procedure, in which 
the results obtained by each method act as a control for 
those obtained by the other, is carried out on 5 to 10 g. 
of homogenized blood, which is sufficient to allow for 
repeat tests and for the identification of other substances 
which might give rise to a condition resembling alcoholic 
intoxication. The comparative tests were made under 
the aegis of the Swiss Federal Health Department on 5 
volunteers who were under strict written instructions 
to avoid taking alcohol or drugs for some time before- 
hand. They were then examined medically and given an 
amount of alcohol calculated to produce a blood alcohol 
content of 1 to 1-2 volumes per 1,000 (0-1 to 0-12%). 
Identical blood samples from each volunteer were then 
sent to medico-legal institutes at 6 different centres in 
the country, the methods of estimation varying from 
centre tocentre. The results were remarkably consistent, 
the maximum disagreement being 0-15°%, while where the 
author’s method was used (3 centres) the difference be- 
tween the interferometric and titration results was in no 
case greater than 0-03°%. 

The author emphasizes that the blood alcohol content 
should not be taken as the sole guide in assessing drunken- 
ness, the clinical examination being of prime importance, 
but he points out that it is remarkable how often “‘ foetor 
aethylicus ” is overlooked by the doctor, though previ- 


ously reported by the police. On the other hand he . 


claims that without blood alcohol estimations statistics 
of the proportions of accidents involving drunken drivers 
are of little comparative value. He stresses the absolute 
necessity for those practising this forensic medical tech- 
nique to see to it that the methods used are adequate 
and entirely reliable, and that tests are performed in a 
uniform manner. 

[A comparative analysis of the clinical and laboratory 
findings in the author’s own cases would have been of 
great general interest.] W. K. Dunscombe 


991. Acute Oral Toxicity and Chemical and Physical 
Properties of Arsenic Trioxides 

J. W. E. Harrisson, E. W. PACKMAN, and D. D. ABBortr. 
A.M.A. Archives of Industrial Health [A.M.A. Arch. 
industr. Hlth] 17, 118-123, Feb., 1958. 2 figs., 5 refs. 


In view of the wide variations which have been reported 
in the literature in regard to the acute oral toxicity of 
arsenic trioxide the authors undertook a study of several 
physicochemical and biological factors which possibly 
might affect this. 

Toxicities of pure and commercial As2O3 were deter- 
mined, samples being administered in solution by 
stomach tube to mice and rats and fed, dry, with the food 
to rats. For young Swiss albino mice the LDso of the 
pure sample was 39-4 mg. of As per kg., and of the com- 
mercial product 42-9 mg. For older Swiss mice the 
LDso of the pure sample was 47-6 mg. As. For some 
other strains the LDso was as low as 25-8 mg. for the 
pure sample. For rats the LDso of pure As2O3 in solu- 
tion was 15-1 mg. As per kg., and of the commercial 
product 23-6 mg. For dry feeding the LDso was 145-2 
mg. of the pure As2O3 and 214 mg. of commercial 
arsenic per kg. 

In all cases the commercial samples caused much 
more gastro-intestinal irritation than the pure product, 
with haemorrhage and severe vomiting. It is suggested 
that this may be due to antimony trioxide, the main 
impurity. V. J. Woolley 


992. Treatment of Anticholinesterase Intoxication with 
Oximes. Use in Normal Subjects and in Patients with 
Myasthenia Gravis 

D. Gros and R. J. JouNns. Journal of the American 
Medical Association [J. Amer. med. Ass.] 166, 1855-1858, 
April 12, 1958. 3 figs., 12 refs. 


An investigation at Johns Hopkins Hospital, Balti- 
more, is described in which various anticholinesterase 
substances were given intra-arterially to normal subjects 
and to myasthenic patients. The effects of 1-mg. doses 
of neostigmine on mus¢le action potentials are shown, 
together with the antagonistic effects of pyridine- 
2-aldoxime and diacetyl monoxime, each of which sub- 
stances reversed the effect of the neostigmine. In the 
normal subjects the action potentials, abolished by neo- 
stigmine, were brought back to normal; in the patients 
with myasthenia, in whom the action potentials and 
muscular power were increased by the neostigmine, these 
were reduced by the administration of the oximes. It 
is suggested that in cases of intoxication due to anti- 
cholinesterase compounds atropine treatment should be 
supplemented by the use of one of these oximes; also 
that they are of value in cases of overdosage of myas- 
thenic patients with the usual anticholinesterase drugs. 

V. J. Woolley 
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993. Comparison of Anesthetics on Incidence of Ventri- 


cular Fibrillation in Experimental Hypothermic Ventricu-— 


‘otomy 


ANLYAN, E. P. HastInGs, and E. T. ANGELAKOs. 
Anesthesiology [Anesthesiology] 19, 213-216, March- 
April, 1958. 8 refs. 


Hypothermia predisposes to ventricular fibrillation. 
Several workers have suggested that it may occur more 
cften with some anaesthetics than with others and that 
there is a critical temperature about 25° C., above which 
ventricular fibrillation does not occur spontaneously. 

In a series of experiments at Boston University School 
of Medicine dogs were anaesthetized with ether, pento- 
tarbitone, or thiopentone, the deep oesophageal tem- 
perature was recorded, and under hypothermia (30° to 


25° C.) the right ventricle was opened, explored, and’ 


situred. Induced ventricular fibrillation occurred in 27 


to 60% of the experiments and was not significantly . 


d:fferent for the three anaesthetics tested. Thus if a 
ciitical temperature exists it must be above 30°C. As 
the authors point out, spontaneous fibrillation rarely 
occurs above 25° C. W. Stanley Sykes 


9°4. Clinical Experience with Fluothane—1,400 Cases 
C. R. STEPHEN, J. H. LAwrence, L. W. FABIAN, M. 
BoURGEOIS-GAVARDIN, S. Dent, and D. C. Gross- 
KREUTZ. Anesthesiology [Anesthesiology] 19, 197-207, 
March-April, 1958. 1 fig., 20 refs. 


The authors report their experience at Duke Univer- 
sity Medical Center and the Veterans Administration 
Hospital, Durham, North Carolina, of anaesthesia with 
* tluothane ” (halothane) in 1,400 operations, over 80°% 
of which lasted more than an hour. The patients were 
aged from 3 months to over 60 years. Respiration was 
depressed in light surgical planes; the depression of 
deeper anaesthesia was easily and quickly reversible. 
Tachypnoea was seen in some cases. Fluothane did not 
cause laryngospasm or bronchospasm, and was given 
advantageously in many cases of asthma. There was a 
tendency to slowing of the pulse rate, which was con- 
sidered to be due to an increase in parasympathetic tone. 
A decrease in blood pressure during induction was com- 
mon but not invariable. The authors state that fluo- 
thane causes peripheral vasodilatation and that sudden 
exposure to high concentrations may result in cessation 
of the action of the heart. It is therefore essential that 
administration should be accurately controlled. The 
drug is eliminated unchanged through the lungs, and has 
little effect on hepatic or renal function, even after 
repeated administration. 

Preoperative medication in the present series did not 
differ greatly from that used with other anaesthetics. 
In 105 children the open-drop technique of induction was 
employed. In adults a concentration of 2% to 3% with 
partial rebreathing was required for induction. Assisted 
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respiration was necessary to maintain adequate ventila- 
tion. Relaxation for intubation was adequate, but the 
authors emphasize that intubation must be carried out 
quickly because the effects of the drug are very evanescent. 
Maintenance was smooth and usually achieved with a 


concentration of fluothane of 0-4 to 16%. The depth 
of anaesthesia could be changed rapidly. To patients 
subjected to upper abdominal and thoracic operations 
succinylcholine was sometimes given in addition. Re- 
covery was rapid and nausea and vomiting occurred only 
rarely. 

Discussing the results the authors emphasize that the 
potency and non-irritating properties of fluothane make 
it a potentially dangerous drug. The dosage must be 
accurate, and for this purpose a new vaporizer has been 
designed. Fluothane is non-inflammable and non- 
explosive, and in animals it- sensitizes the heart to 
adrengline. W. Stanley Sykes 


995. Intravenously Administered Lidocaine as a Supple- 
ment to Nitrous Oxide—Thiobarbiturate Anesthesia 

J. E. Sternnaus and D. E. HOWLAND. Anesthesia and 
Analgesia; Current Researches [Anesth. Analg. curr. 
Res.] 37, 40-46, March-April, 1958. 4 figs., 8 refs. 


Since preliminary experiments in animals had shown 
that “* lidocaine ” (lignocaine) is highly effective in de- 
pressing the cough reflex, the authors studied the useful- 
ness of this drug as a supplement to anaesthesia in 135 
patients subjected to various operations. After pre- 
medication with an opiate and belladonna (more recently 
the opiate was omitted) anaesthesia was induced with 
“* thiobarbiturate ” in a dosage of 2 mg. per Ib. (4-4 mg. 
per kg.) body weight followed by nitrous oxide and oxy- 
gen. Lignocaine, also in a dosage of 2 mg. per lb., ina 
2% solution was then injected intravenously in 4 to 5 
minutes. Thereafter anaesthesia was maintained with 
nitrous oxide and oxygen and intermittent injections of 
equal quantities of thiobarbiturate and lignocaine. 
Muscle relaxants were given when these were considered 
to be necessary. 

It was found that even under light anaesthesia pharyn- 
geal and laryngeal reflexes were adequately suppressed 
without respiratory depression. Blood pressure changes 
were variable, a slight rise or fall being noted frequently. 
In 2 patients severe hypotension occurred. None of the 
patients developed convulsions. Recovery from anaes- 
thesia after operation was rapid and trouble-free. 

Mark Swerdlow 


996. Decamethonium Iodide: a Ri 


J. I. M. Lawson. British Journal of Anaesthesia (Brit. 
J. Anaesth.| 30, 240-244, May, 1958. 39 refs. 


Correction.—In the July issue, Abstract 231, ‘‘pacatal’’, which is a 
Govative of phenothiazine, was incorrect identified with pheno- 
thiazine itself, The aaaeee ont for this derivative is pecazine.— 
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997. Response of Radiation Pneumonitis to Adreno- 
P. Rusin, J. R. ANpDREws, R. PATON, and A. FLICK. 
American Journal of Roentgenology, Radium Therapy, 
and Nuclear Medicine [Amer. J. Roentgenol. ] 79, 453-464, 
March, 1958. 8 figs., 15 refs. 


The authors describe the results of treatment with 
cortisone in 2 cases of radiation pneumonitis which 
occurred among 12 patients being treated for oesophageal 
cancer at the National Cancer Institute, Bethesda, Mary- 
land. The development of the pneumonitis was directly 
related to the total tumour dose, rate of treatment, and 
volume of lung irradiated. The latent period and 
severity of the pneumonitis and fibrosis showed individual 
variation and it is thought that pre-existing lung disease 
may have increased susceptibility to the development of 
the condition. The authors consider that cortisone is 
most effective when given at the onset of acute changes 
in the lung. In the 2 cases described large doses of 
cortisone, 300 mg. daily, were given initially and during 
the acute phase of the disease, the dose being later 
reduced to the minimum required to suppress symptoms. 
Unfortunately at this lower dosage it was found that the 
symptoms gradually recurred, necessitating increasingly 
larger doses of the drug, resulting in the usual com- 
plications of large steroid dosage. 

The authors’ general conclusion is that cortisone is of 
value in the acute phase of radiation pneumonitis, but 
when the disease has become subacute or chronic its 
eventual outcome cannot be altered. M. P. Cole 


998. Treatment of Cancer of the Lung by Interstitial 
Implantation 

E. E. Curron, U. K. HENscHKE, and H. H. SELsy. 
Cancer [Cancer (Philad.)| 11, 9-17, Jan.—Feb., 1958. 
5 figs., 14 refs. 


Between 1941 and the end of 1955 140 cases of 
thoracic tumour were treated at the Memorial Center 
for Cancer and Allied Diseases, New York, partly or 
wholly by implantation of radon seeds. Of the 140 
patients, 129 had bronchogenic carcinoma, 21 under- 
going resection; in the remaining 108, in whom the con- 
dition at thoracotomy was found to be inoperable, 
implantation only was carriedout. Theestimated dosage 
varied, but in the case of small implants it reached high 
levels—namely, 10,000 to 25,000 r. [There is no special 
reference to bronchial fistula or any other complication 
of the procedure.] Assessment of the results was 
difficult because most of the patients received external 
radiation in addition, and at least one was given nitrogen 
mustard. It is the authors’ impression, however, that 
implantation of radon seeds is a useful adjuvant in the 
treatment of many cases. They draw particular atten- 
tion to a group of 5 patients with tumour of the superior 
sulcus in all of whom “ good palliation was achieved ”’. 

E. Stanley Lee 
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999. Radiographic Diagnosis of Subcalcanean Bursitis. 
(K BOCMaNeHHA 
CyMKH (bursitis subcalcanae)) 

L. E. KeveS. Becmnux Penmezenonoeuu u Paduono- 
2euu [Vestn. Rentgenol. Radiol.] 33, 57-62, No. 2, 
March-April, 1958. 4 figs., 12 refs. 

A frequent cause of calcaneodynia is subcalcanean 
bursitis. The author claims to have discovered the 
radiographic appearances of this condition. [His claim, 
however, appears to be entirely based on a subjective 
interpretation of the radiographs and not on anatomo- 
pathological evidence.] He points out that a lateral 
radiograph of the normal heel shows the outline of the 
group of short plantar muscles and of the plantar apo- 
neurosis. The lower outline of the latter is either a 
straight line or is in the form of an arc with a dorsal 
convexity. In the presence of subcalcanean bursitis 
affecting the bursa between the calcaneum and the 
plantar aponeurosis the lower border of the aponeurosis 
beneath the calcaneum is said to bulge towards the sole 
of the foot, partly obscuring the pattern of the subcal- 
canean adipose tissue. In advanced cases there may 
also be signs of destruction of the plantar edge of the 
calcaneus. A. Orley 


1000. Cervical Diskography. Technique, Indications 
and Use in Diagnosis of Ruptured Cervical Disks 
R. B. CLowarp. American Journal of Roentgenology, 
Radium Therapy, and Nuclear Medicine [Amer. J. Roent- 
genol.] 79, 563-574, April, 1958. 9 figs., 18 refs. 


The author describes his technique of cervical disco- 
graphy based on experience in 41 clinical cases seen over 
an 18-month period at Honolulu, Hawaii. In contra- 
distinction to lumbar discography, in which a posterior 
approach is used, the cervical nucleus pulposus is 
approached from an antero-lateral direction to avoid 
passing through the spinal cord. Under local anaes- 
thesia, 0:2 to 0-5 ml. of 50% “‘hypaque” or 70% 
* urokon ” is injected. 

The appearance of the discogram in the three types of 
abnormality of cervical disks which may cause clinical 
symptoms are described. (1) In early rupture of the disk 
following trauma (“ whiplash ”’ injury), where the plain 
radiograph shows a normal disk space, the discogram 
demonstrates posterior herniation and often lateral exten- 
sion of the nucleus pulposus. (2) In chronic disk de- 
generation with narrowing of disk spacing and osteophyte 
formation, although the diagnosis is obvious from the 
symptomatology and the plain radiograph, the disco- 
gram may often reveal a larger protrusion into the spinal 
canal than would be expected from inspection of the 
plain x-ray film or the myelogram only. (3) In massive 
disk protrusion, which often shows obstruction of the 
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spinal canal on myelography and may be diagnosed as 
neoplasm of the cervical cord, the differential diagnosis 
may be made by discography. On injection of the disk, 
most patients experience some pain the distribution of 
which roughly corresponds to the neuralgia and is a 
valuable objective sign in helping to locate the disk from 
which symptoms originate; it also provides differential 


diagnosis from neuralgia due to the scalenus anterior 


syndrome and other lower brachial plexus or peripheral 
nerve lesions. 

Both on theoretical grounds and on his experience 
during 6 years of lumbar discography performed on over 
100 patients the author considers that a normal disk 
cannot be injured by discography if properly performed. 
Cervical discography also appears in some cases to offer 
more diagnostic information than the myelogram. Thus 
in postero-lateral herniation where the protrusion does 
not impinge on the dura and in small central posterior 
herniations the myelogram may show a normal appear- 
unce, but the discogram will demonstrate the lesion. 

Michael C. Winter 


i001. Roentgenographic Abnormalities of the Skeletal 
System in Wilson’s Disease (Hepatolenticular Degenera- 
tion) 

N. Finsy and A.G. BEARN. American Journal of Roent- 
genology, Radium Therapy, and Nuclear Medicine [Amer. 
J. Roentgenol.) 79, 603-611, April, 1958. 7 figs., 22 refs. 


During a study of the clinical and biochemical aspects 
of hepatolenticular degeneration (Wilson’s disease), car- 
ried out at the New York Hospital—Cornell Medical 
Center, New York, it became apparent (as has been sug- 
gested by previous isolated reports in the literature) that 
these patients often have radiological evidence of bone 
abnormalities, such evidence being found in 14 out of 
20 patients. Of these, 7 showed varying degrees of 
osteomalacia, 2 of them having fairly typical Milkman 
pseudo-fractures. In 9 of the patients there was bone 
fragmentation (occasionally associated with advanced 
osteoarthritis) at joint margins, most commonly in the 
wrist-joints but also present in other limb joints; this 
group included 2 patients, twin sisters, both of whom 
showed unusual subchondral bone irregularity at the 
metacarpo-phalangeal joints. In the severe osteoarthri- 
tis which was present in 11 cases the changes were too 
marked and the patients’ ages too low to be explained by 
ageing or trauma alone; 7 patients showed evidence of 
fractures. 

It has been suggested that hepatolenticular degenera- 
tion may be another hereditary source of the Fanconi 
syndrome, since in both conditions there occur osteo- 
malacia, Milkman pseudo-fractures, and abnormalities 
of renal function, such as a defect in tubular phosphate 
reabsorption, giving rise to hypophosphataemia and 
abnormal amino-aciduria. However, in hepatolenticular 
degeneration the hereditary defect is characterized by 
excessive absorption of copper and a consequent in- 
creased copper content in the body. The authors there- 
fore consider it unlikely that all the bone abnormalities 
can be related to the impaired renal function present in 
the Fanconisyndrome. The exact relationship of copper 


metabolism to bone disease is not known. Intoxication 
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with other heavy metals is known to cause skeletal 
abnormalities and it thus seems possible that the bone 
changes in Wilson’s disease may be directly due to the 
abnormal copper metabolism. Michael C. Winter 


1002. Coronary Arteriography with the Aid of Acetyl- 
choline. Experimental and Clinical Data. (L’artério- 
graphie méthodique des artéres coronaires grace a 
Putilisation de l’acétylcholine. Données expérimentales 
et cliniques) 

G. ARNULF and R. R. CHAcornac. Lyon chirurgical 
[Lyon chir.] 54, 212-222, March, 1958. 12 figs. 


Visualization of the coronary arteries may be obtained 
(1) during angiocardiography, but the results are uncer- 
tain; or (2) by injection of the opaque medium into the 
ascending aorta through a catheter, but considerable 
force is necessary to overcome the flow of blood from the 
left ventricle and such injection has occasionally proved 
fatal. Since direct injection into the coronary vessels is 
also fatal the authors, working at the Faculty of Medicine, 
Lyons, have sought to find a new method. 

During experiments on dogs in which diodone was 
injected by catheter passed to the arch of the aorta 
through the right carotid, an anaesthetic accident 
occufred resulting in momentary cessation of the heart 
beat at the time of injection, and beautiful visualization 
of the coronary artery was obtained. This cessation of 
the heart beat may be produced deliberately by the intra- 
venous injection of acetylcholine, which is rapidly 
absorbed and the action of which can be immediately 
reversed with atropine. By means of simultaneous 
electrocardiography the necessary dose and time of 
injection may be determined. In experiments on dogs, 
carried out under general anaesthesia with an endo- 
tracheal tube and without premedication, 10 ml. of 50% 
diodone was found suitable for an animal weighing 20 
kg. Injection was made through a needle or catheter into 
the ascending aorta as rapidly as possible and with nor- 
mal pressure. Rapid serial films taken in the right 
anterior oblique position are an advantage. Injection 
with a needle eliminated any accidents. After trial on 
some 200 animals the method was tried on man, the needle 
being introduced into the arch of the aorta via the left 
subclavicular region and 20 to 25 ml. of 50% diodone 
injected. The dose of acetylcholine was determined by 
injecting increasing doses until a cessation of heart beat 
of 6 to 10 seconds was obtained. A syringe containing 
atropine sulphate should be available in case of accident. 

The method has so far been used on only 2 patients, but 
without untoward incident. 


John H. L. Conway-Hughes 


1003. Cholegraphy with Depression of the Renal Excre- 
tion of the Contrast Medium. [In English] 

N. P. G. EDLING and C. G: HELANDER. Acta radiologica 
[Acta radiol. (Stockh.)] 49, 187-192, March, 1958. 
3 figs., 6 refs. 


In examination of the biliary tract by injection of 
the contrast medium iodipamide methylgluca mine bili- 
grafin’’) 90°%% of it is normally excreted by the liver 
and 10% by the kidneys. In an attempt to reduce the 
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renal excretion and increase the hepatic excretion of 
biligrafin the authors have investigated, at Karolinska 
Sjukhuset, Stockholm, the effect of paraminohippuric 
acid (PAH), which reduces tubular excretion of the 
medium. An injection 10 ml. of 20% PAH was given 
intravenously through the same needle immediately before 
injecting the biligrafin; most of the PAH was found to be 
excreted in 30 to 40 minutes. Penicillin also depresses 
the renal excretion of iodine compounds, and this effect 
can be enhanced by combining it with N:N’-dibenzyl- 
ethylene-diamine in the form of an almost insoluble salt 
penditan which is absorbed slowly after intra- 
muscular injection. It is administered in a dose of 2 
ml. on the evening before the examination since its full 
effect is not apparent for some 6 hours, after which it 
lasts for more than 24 hours. ; 

The results in 228 cases examined after the injection 
of 20 to 40 ml. of 50° biligrafin are reported. With the 
depression of renal excretion of the medium a large 
proportion of cases showed a higher degree of density 
in the bile ducts, penditan being more effective in this 
respect than PAH, although the latter reduced excretion 
of biligrafin by the kidneys in a greater percentage of 
cases. A combination of penditan and PAH was used 
in only 3 cases—a number too small to permit of any 
conclusions regarding their combined use. No com- 
plications which could be related to the injections were 
encountered, and there was no disturbance of liver func- 
tion or any change for the worse when liver function 
was already impaired. John H. L. Conway-Hughes 


1004. Venography in the Diagnosis of Pelvic Tumours. 
{In English] 

O. BarTLeEY. Acta radiologica [Acta radiol. (Stockh.)] 
49, 169-186, March, 1958. 10 figs., 19 refs. 


For the detection of an expanding lesion within the 
bony pelvis previous authors have employed various 
techniques of venography of the pelvic veins, some by 
selective injection of contrast medium through the 
marrow of the pelvic bones and others by injecting it 
into the deep dorsal vein of the penis or clitoris; but 
these methods are painful and may give rise to complica- 


tions such as pulmonary embolism or local haemorrhage. - 


Further, injection of the femoral vein does not result in 
filling of the internal iliac vein unless there is simul- 
taneous compression of the inferior vena cava. 

The present author describes the technique now used 
at Sahlgrenska Sjukhuset, Gothenburg, Sweden. This 
consists in bilateral percutaneous puncture of the femoral 
vein under local analgesia; polyethylene catheters may 
be introduced, but these, although helpful, are not essen- 
tial. After the injection of about 20 ml. of 20% contrast 
medium films are taken in the supine and, if desired, the 
oblique position, with and without compression of the 
inferior vena cava, compression being applied with a 
rubber balloon, as in urography. An automatic film 
cassette changer is helpful. The first film is exposed as 
the injection is started, followed by a further 3 at inter- 
vals of one second, all without caval compression, and 
then 6 to 8 films at 2-second intervals with compression. 
No complications have been observed which could be 


ascribed with certainty to the examination, although in 
2 cases necropsy revealed thrombotic material bilaterally 
in the femoral and external iliac veins and pulmonary 
embolism. In all, 44 examinations were performed in 
39 cases of suspected pelvic tumour. 

The changes found in 30 verified cases were: indenta- 
tion and incomplete filling of the veins, decreased rate of 
flow in various parts of the venous system, the presence 
of dilated veins, and the filling of anastomoses by the 
contrast medium. These appearances were compared 
with those seen in cases in which no pelvic tumour was 
found at operation. In cases without tumour indenta- 
tions of the pelvic veins may be found at certain recog- 
nized levels; in these cases also a thin contrast filling of 
the ascending lumbar vein and faint and incomplete 
filling of the internal iliac vein may occur without caval 
compression. In the confirmed cases of pelvic tumour 
the changes most often observed were indentations of the 
pelvic veins and non-filling of a part of them; the latter 
finding could be due to an insufficiency of contrast 
medium. The degree of displacement of veins is difficult 
to estimate. Contrast filling of anastomotic veins may 
result from increased venous pressure consequent to 
cardiac insufficiency and occlusion of the inferior vena 
cava. Unilateral anastomotic filling in the pelvis is due 
to occlusion of the pelvic veins. The author concludes 
that pelvic venography is a valuable supplementary 
diagnostic measure and may reveal a lesion which could 
not be shown by any other means. The nature of the 


lesion is best shown by subsequent urography; a benign ~ 


lesion may displace the ureter but never produces stenosis, 
as a malignant lesion usually does. As pelvic venography 
entails a certain risk of thrombosis, it should be per- 
formed only when other methods have failed to produce 
sufficient information and the patient is well enough to 
be up and about. Prophylactic anticoagulant therapy 
may be instituted after the examination. 
John H. L. Conway-Hughes 


1005. A Method of Sialography. [In English] 

A. Guiitmo and G. Acta radio- 
logica [Acta radiol. (Stockh.)| 49, 17-24, Jan. [received 
March], 1958. 8 figs., 19 refs. 


The authors describe, from the University Hospital 
of Lund, Sweden, a method of sialography in which a 
water-soluble contrast medium is used and filling of the 
parenchyma and undue exposure of the operator’s hands 
to radiation are avoided. A cannula is inserted in the 
salivary duct and secured by a clip, causing surprisingly 
little discomfort. A polythene tube filled with a con- 
centrated water-soluble medium is attached to the can- 
nula and the medium runs in by hydrostatic pressure. 
After approximately 1 ml. has been introduced the 
patient experiences slight fullness in the gland and the 
exposures are taken. The authors have used this tech- 
nique with success in 40 cases. D. E. Fletcher 


1006. A Review of the Current Status of Nonoperative 
Cholecystoangiography 

E. M. Coun and D. M. SKLARoFF. A.M.A. Archises of 
Internal Medicine [A.M.A. Arch. intern. Med.) 101, 1051- 


1056, June, 1958. 17 refs. 
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